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(57) Abstract 

Remedies or preventives for diseases in association with chemokines such as MIP-loc and/or MCP-1. Namely, remedies or 
preventives for diseases in association with chemokines (rheumatoid arthritis, nephritis, etc.) which contain as the active ingredient cyclic 
amine derivatives represented by general formula (I), pharmaceutical^ acceptable acid-adducts thereof, or pharmaceutical^ acceptable Ci^ 
alkyl-adducts thereof. 
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5 mtft» 

if*. m& u-ji^-r k-vx, i7u->m. i-'gfom 
-v, cfk9. mmmm. ^mmm®* w-mmmm, &&tfm 

20 > (Sfctta^^K » iCC^;*}^ (£fcttj3 'rtt-i » <D-Q©*£ 

IL-8 (i'>^-D'f + >-8<DIBS^) fei'ttCXCm-f 
— C Ctr^Eft-l ><h LTtJM I P - 1 a/ j3 (macrophage inflammatory prote 
25 in- 1 a / /3 <£>PI&#F) „ MCP-1 (monocyte chemoat tract ant protein- 1 (DBS 
WjO v fettlK, RANTES (regulated upon activation normal T-cell express 
ed and secret edaifeftO 0f&lf£tl&. 

©J:-5&t)0i:LTtt, 2fl©^f'f>U^f. C^;*K > teflon -5 
30 U>7^^^?> (lymphotactin) SSJO 2 1®<Z) >^3j@©75 
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fcfrtrt-f >»H^--f >i^77^^M^> (fractalkine) #&tfbttS. £ 

5 #%3£i&<hUTte. #lx.k£, Vaddi, K. bir\ The Chemokine Facts Book, Academic 
Press, 1997 ; Horuk, R.iH, Chemoaltractant Ligand and Their Receptors, CRC 
Press, 1996 ; Ward, C. W. b, Biochem. J., 1 998, 333, 457; Luster, A. D. , New E 
ngl. J. Med. , 1998, 338, 436 ; Bagglioni, ll. Nature, 1998, 392, 565 ; Rol I in 
s, B. J. , Blood, 1997, 90, 909 ;Alam, R. , J. Allergy Clin. Immunol., 1997, 9 
10 9, 273; Hancock, W. W. , Am. J. Pathol., 1996, 148, 681 ; Taub, D. D. Cyotki 
ne & Growth Factor Rev. , 1996, 7, 335 ; Slrieter, R. M. b, J. Immunol., 1996, 
. 156, 3583 ; Furie. M. B. b > Am. J. Pathol., 1995, 146, l287;Schall, T. J. €> 
IF, Current Opinion in Immunology, 1994, 6, 865 ; Edginton, S. M. , Biotechnol 
ogy, 1993, Ll, 676& ftfcVV, 

15 mz.s*. m i p- 1 a \t, «jei*)*;i/->^A'f ^->»g[©-iatt©±#*seL 

, TUWWB'J y/mommm^: WX\Z. Taub, D.D. b. Science, 1993, 26 
0, 355 ; Shall, T. J. b, J. Exp. Med., 1993, 177. 182l£#!$) > $MEfc©«§ 
16A (flIAfcf, Rot, A. b, J. Exp. Med., 1992, 176, 1489M) , NKiSffi)i§©;SB 
HSitftg (0>J;Ltt\ Magazachi, A.A.6, J. Immunol., 1994, 153, 4969#fig) , -f > 

20 Ttf\)><D%M (fllAtf, Vaddi, K. b. J. Immunol., 1994, 153, 4721#M) , & 
etr>*K#*fflflg©^t Kukita, T. b, Lab. Invest., 1997, 76, 399#Hg) 

£ff#T-S. MIP-loBSSt. B»|Jfit::*ttS I gE^Wl gG4lM 
minS-ti- (#J;U£. Kimata, E b, J. Exp. Med., 1996, 183, 2397#HB) , 
MskimM(D^M^m-r^> <«Af*. Mayani, H. b> Exp. Hematol. , 1995, 23, 

25 422; Keller, J. R. b> Blood, 1994, 84, 2175 ; Eaves, C. J. b* Proc. Natl. Acad 
. Sci. USA, 1993, 90, 12015 ; Bodine, D. M. 6, Blood, 1991, 78, 914 ; Broxmeye 
r, RE. b. Blood, 1990, 76, I110&<i:#!l) . 

m i p - 1 a<D£.#.Mz&tfz>ftm. &%wtmffi<Dffi®t<Dmm&izmLT\t 

, yD-&Z&\,*T5£%t%)%.-C$>Z>Z.t Mz-i£* Davatelis. G. b, Science,. 1989, 
30 243, 1066M) . ^OX^&mzM I P- 1 a tiff * 

^£©^JES«*^T-5^i (#lxJi\ Alam, R. b. J. Immunol., 1994, 152, 1 
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£fz, M I P- 1 aiZtit^mmmt, &IWM (fllAtf, Lukacs, N. W. b, J. 
Exp. Med., 1993, 177, 1551#HB) , iQjg Lukacs. N.W. b. Eur. J. I mm 

unol., 1995. 25. 245 ; Lukacs. N.W. b, J. Immunol. , 1997. 158, 4398M) . 
5 £38tt«ffc3n! Karpus, W. J. b> J. Immunol., 1995. 155, 5003 ; Karpus, 

W. J. b. J. Leukoc. Biol., 1997, 62, 6810M) . ^fgWi&ifct-fE (flAtf* Smi 
th, R.E. 6, J. Immunol., 1994, 153, 4704; Smith, R. E. . Biol. Signals, 1996, 
5, 223#HB) . &mmg Shanley, T.P. b, I. Immunol.. 1995, 154, 

4793 ; Standi ford, T. J. b, J. Immunol., 1995, 155. 1515#gg) , fcitfltttBI 
10 »U2"^ (.m%-&* Kasama, T. b> J. Clin. Invest., 1995, 95, 2868#P,B) ft 

*^^^iWKttAii*^»i.an*i:i:3&t«tt*nTv>* cook, d.n 

. b. Science. 1995, 269, 1583;Tumpey, T. M. b, J. Virology, 1998, 72. 3705# 
15 38) . 

SblC. tftttWflfeSnt^fil (0tJ;tte\ Standi ford, T. J. b, J. Immunol., 1993, 15 
1, 2852#H9) . iittttflitiift (WAMf, Denis, M. , Am. J. Respir. Crit. Care Med 
., 1995, 151, 164#HB) , UttBfiU^V^ Koch. A.E. b. J. Clin. I 

nvest., 1994, 93, 921#BB) . &$ttfftfi!ife Lahrtz, F. 6, J. Neuroim 

20 munol.. 1998, 85, 33#M) . *S«fctfffi0ttttlfc£ Adams, E.M. b, Proc 

. Assoc. Am. Physicians, 1997, 109, 27S#HD ft £<D!&m\Zte^TM I P - 1 a 

owfcfcSfc^tfBj&sttTv**. ^tiboejf^tt, m i p- i a*^a^©ej<ii^cu- 

25 MCP-1 (S'JI^MCAF (macrophage chemo tact ic and act iva ting fact ot<D 

. jiiiflfrtjfciBfi*'«k-3TflfeSsn5Cc^ ; E*-f>-e*o, w (^/-tMh) ( 

09;U4\ Valente. A. J. ^ Biochemistry, 1988, 27, 4162 ; Matsushima, K. b. J. 
Exp. Med., 1989, 169, 1485 ; Yoshimura, T. b> J. Immunol., 1989, 142, 1956 
30 ; Rol I ins. B. J. b. Proc. Natl. Acad. Sci.. USA. 1988, 85, 3738 ; Rol 1 ins, B. 
1.6. Blood, 1991, 78, 1 1 12 ; Jiang. Y. b. J. Immunol., 1992, 148, 2423 ; Vad 
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di, K. b, J. Immunol., 1994, 153, 4721fc£#JR) , ^>J-T'J>/^ (#|;L 
«\ Carr. M.W. 6, Proc. Natl. Acad. Sci. USA, 1994, 91, 3652#$D , TU> 
A'E£ (#1*.$, Loetscher, P. b> FASEB J. , 1994, 8, 1055#Bg) , &J:tf:J-^a5 

(NK«) mXU, Loetscher, P. b, J. Immunol.. 1996, 156, 
322 ; Allavena, P. b, Eur. J. Immunol., 1994, 24, 3233#BS) UE\Z.1$LMMM. 

Tm^^ummmmm^m^-^^. SbK, mcp- i\mmmm^o)h 

7,9^>mmm : f-tLT(D^m^bX^ (Alam R. b, J. Clin. Invest., 1992 
, 89, 723 ; Bischoff, S.C. b, J. Exp. Med., 1992, 175, 1271 ; Kuna, P. b, J. 
Exp. Med., 1992, 175, 489#BH) „ 

%m\zm<m^T^&t%^n&wmmmm m^t, Hayes. 

. Arterioscler. Thromb. Vase. Biol., 1998, 18, 397 ; Takeya, M. 6> Hum. Path 
ol., 1993, 24, 534 ; Yla-Hert tuala, S. b. Proc. Natl. Acad. Sci., USA, 1991, 
88, 5252 ; Nelken, N. A. > J. Clin. Invest., 1991, 88, 1121#S§) , UttMlpU 
V?? (fflz.it. Koch, A.E. J. Clin. Invest., 1992, 90, 772 ; Akahoshi, T. 
b> Arthritis Rheum. , 1993, 36, 762 ; Robinson, E. b, Clin. Exp. Immunol., 1 
01, 398#ra) , mxi/t, Noris, M. b> Lab. Invest., 1995, 73, 804 ; Wada 
, T. b. Kidney Int., 1996, 49, 761 ; Gesualdo. Lb, Kidney Int., 1997, 51, 
155#!I) , ffg {fflX^, Saitoh, A. b, J. Clin. Lab. Anal., 1998, 12, I ; Yo 
koyama, H. b> . J. Leukoc. Biol.. 1998, 63, 493#Wf) , .StrtfMHK H 

— vX Sugiyama, Y. b> Internal Medicine, 1997, 36, 856#«D , tfe 

A Karina, M. b, J. Invest. Allergoi. Clin. Immunol., 1997, 7, 254 

; Stephene, T. H. . Am. J. Respir. Crit. Care Med. , 1997, 156. 1377 ; Sousa, A 
. R. b. Am. J. Respir. Cell Mol. Biol., 1994, 10, 142#BS) , £%fem<t& ( 
McManus, C. <p. J. Neuroimmunol. , 1998, 86, 20$$g) . tfiM (fflX\£, 
Gillitzer. R. b> J. Invest. Dermatol., 1993, 101, 127#BS) , ( 
#JxJi\ Grimm, M. C. b> J. Leukoc. Biol., 1996, 59, 804 ; Reinecker. H.C. b, 
Gastroenterology, 1995, 106, 40#M) . (0!Atf» Seino, Y. b, Cylokin 

e, 1995, 7, 301#M) . TOrtRffi (0»Ati. Jolicoeur, C. b» Am. J. Pathol., 
1998, 152. 12SM) . MSA** (WAtf. Zeyneloglu, H.B. b, Human Reprod 
uction, 1998, 13, U94*flB) , 3oJfiLtt<fc*£ Aurust. P. b. Circula 
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tion, 1998. 97, U36#88) , SttffF^S MZ.it, Marra, F. b, Am. J. Pathol. 
, 1998, 152, 423#H8) . ^'TJl'XttlBJRft Lahrtz. F. b> Eur. J. I mm 

unol., 1997, 27. 2484#8B) > imffi (flIAtf, Wong, M. b> J. Rheumatol., 199 
7. 24. 1179#B3) , &&TM.tiiLm (til*. If. Salkowski, C. A. <q, Infect. Imraun., 
5 1998. 66. 3569#BB) |;^UTMC P - 1 ©SS&SS:K# t ?fi£3ftT^-5. 

#J;UJ\ Schimmer, R. C. b. J. Immunol., 1998, 160. 1466 ; Schrier. D. J. , J. L 
eukoc. Biol., 1998, 63, 359 ; Ogata. H. b> J. Pathol., 1997, 182, I06M) 
> WA.\Z. Karpus. W. J. , J. Leukoc. Biol., 1997, 62, 681#Ba) 

10 . WA (flJAfcf, Lloyd, CM. b, J. Exp. Med., 1997, 185, 1371 ; Wada, T. b» F 
ASEBJ. , 1996, 10, 1418#pa) . (09 A If, Gonzalo. J. -A. b> J. Exp. Med. 
, 1998. 188, 157 ; Lukacs, N. W. . J. Immunol., 1997, 158, 4398#!i) % 
WMitls. (ftlAtf. Guzman, Lib, Circulation, 1993, 88 (suppl.), 1-371) , 
mmmmmfe («^.H Rand, M. L. b. Am. J. Pathol., 1996. 148. 855#flg) , 

15 JHiffiifiiJEE£ mX\f. Kimura, H. b> Lab. Invest., 1998. 78. 571#JS) , fcitf 
. B&PiWi Zeyneloglu, H. B. b, Am. J. Obstet. Gynecol., 1998, 17 

9, 438#»g) ua<n>wi^ : fMz^xm.^nx^o 

SbKtt, MCP- 1(7)^7^ Kf±teWJT&-5MCP- 1 (9-7 6) 
^tx^CiSV^TMttlft^WiSBITSC^^aiftSnTfet) (#IAte\ Gong, J. -H. . 
20 J. Exp. Med., 1997, 186, 131#8§) , fflUiZ* MC P - 1 

T^S (WAtf, Lu. B.S. J. Exp. Med., 1998, 187, 601 ; Gu, L. b, Moll. Cel 
I, 1998, 2. 275#Bg) , 
:n60f-^*^> M I P- 1 atMCP- l&t*©irt*-f Mi, U 

■ttflMtfi. tKg|{i*£. «c>fl5&. BT-ife, s$Kifc, h-->x. ^ 

(0!l*.te\ Rovin, B.H. b. Am. J. Kidney. Dis.. 1998, 31, 1065 ; Lloyd, C. 
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<o, Curr. Opin. Nephrol. Hypertens., 1998, 7, 281 ; Cont i, P. Allergy and 
Asthma P roc. , 1998, 19. 121 ; Ransohof f, R. M. <b. Trends Neuroscience. , 1998 
, 21, 154 ; MacDermott, R. P. Inflammatory Bowel Diseases, 1998, 4, 54#M 

we^t^fc. cnttrn. t & 5 fl©cxc >se# (cxc 

R1-CXCR5) t%m<DCCr*zt>-( (CCR1-CCR8) ififtfe 

10 SftT^S. fllAtf, IL-8ttCXCRltCXCR2CO'J^>h'tS0, MI 
P-l a(JCCRltCCR5fflU^>HT*0, MCP-lttCCR2AiCC 
R2BOU^/>l J T^§ (#ItU£, Holmes, W.E. 6», Science 1991, 253, 1278-128 
0;Murphy, P.M. 5» Science, 253, 1280-1283 ; Neote, K. e>, Cell, 1993, 72, 41 
5-425 ; Charo. I. F. Proc. Natl. Acad. Sci. USA, 1994, 91, 2752-2756 ; Yama 
15 garni, S. <o, Biochem. Biophys. Res. Commun. , 1994, 202, 1 156-1162 ; Combadier 
, C. The Journal of Biological Chemistry, 1995, 270, 16491-16494 ; Power, 
C. A. 6, J. Biol. Chem., 1995, 270, 19495-19500 ; Samson, M. Biochemistry 
, 1996, 35, 3362-3367 ; Murphy, P. M. > Annual Review of Immunology, 1994, 1 
2, 592-633#H£) . 

20 CCRltofc?kmvV7>\Z&\,*TB&&tto&j&foi>WM2tlZ>Zt 
(#J;Uf, Gao, J. -L. <o, J. Exp. Med., 1997, 185, 1959 ; Gerard, C. 6, J. Cli 
n. Invest., 1997, 100, 2022M) . £ «k#C C R 2 jfife^ MfV^X Vfcfcl^T 
V^D77-v0^SiKM@Mig<D^Jt/5^1-§C<h (09A«, Boring, L. 
Nature, 1998, 394, 894 ; Kuziel, W.A.6>, Proc. Natl. Acad. Sci., USA, 19 
25 97, 94, 12053 ; Kurihara, T. J. Exp. Med., 1997, 186, 1757 ; Boring, L. 6> 
» J. Clin. Invest., 1997, 100, 2552$fig) #ffifc3ttT^<&. Lfcibt, MI 
P- 1 a:fcJ;tf/£fcfJMCP- 1 ftt'CWA-f >C5Hti6SS*i:St6i^ 

-1 B*J;tf/ifcttMCP- l&t*©^*^ >©f^ffl*IBS-r«&ll?StLTW 
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®ft%tiHtm*:GtZZ.tt>m&2nT^Z (flfctf. WO 9724325 ; Hesse 
Igesser. J. £>> J. Biol. Chem. . 1998. 273. 15687 ; Howard, 0. M. Z. b, J. Med. 
Chem. , 1998, 41. 2184 ; WO 9 7 4 4 3 2 9 ; WO 9802151 ; WO 9804 
554 ; WO 9825605 ; WO 9825617 ; WO 9825604 ;W0 9 
5 831364; WO 9856771; WO 9909 984; WO 9904794; 
WO 9 917773 ; WO 9937617 ; WO 9937619 ; WO 97376 
5 1 ; WO 9 9 3 8 5 1 4; WO 2 00014086 ; WO 200014089 ; 
EP903349 ; JP9-2 49566 ; JP9-25572 ; JP1 1-7 1 
3 5 0&£#PI). L^U&^'b. Ctie©ft^tt*^tffl^bni.ft^i: 

io &muz>. 

M I P - 1 aiSi^'/JfcttMC P - 1 ^^^r^A-f >0f * 
\Zttt%te%*m.m^%f&&*^%&ft : ?-4t'&fyi*m^T. MIP- laiitf 

ttft^ttflDti^, MIP-1 a*iU;/$fc}iMC P - 1 ^i'^^A-f >©1 
MIP-1 afccfctf/SfcttMCP- lfci:©^*^ >j&tW#"f3£;#*. 
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n^Mks C x -C 6 7)V*)Vm. Cj-C,yi'D7MJH, C 2 -C 6 7;i/^rr. 

;p»>- Cx-CeT;!/^*^, c a -c 6 7;i/+;i/^^-s, c 3 -c 6 7;u+u>s, 

, C z -C jTJWj/^ C 2 -C 7 tUVn^r^t})Vt^)m> C 2 -C 7 7)\st>; ' 

-fj^+->S» c 2 -c 7 7;i/#/-r;P7$/s> c 2 -c 7 N-j^+Muwre-r 
;H6, c 4 -c 9 N-5/i7D7;i/*^^A*^E^;i/S, c,-c 6 7;p+;i/x;i/*-^ 

c 3 -c 8 (7^3*'>*JW#n;w N-7izjW;i./\*^;h, 
e^U5?/*;p#-jp*, tMyy*^^. l-eny^jwM-^ 
s> i:-NH (c=o> o--e^$n52ffia> S:-nh (c=s> o-rm 

5tlS2ffiS, 75/S. (C,-C 6 7^+;i/) 75/S, *fcttS> (C,-C 
7 = /aTR$$ftT^Tt>J:<, ;n5©7i^S, C 3 -C 8 ->? 

. tFD+yl, 75 KU7;P*o^^S. C,-C 6 7;M^S> Sfcte 
C 1 -C 6 7^u*vS»w«t^T$6fcll!ft3tlT«r>Tfe < k^. 

R 2 «zMlfH^ Cj-C^JM^t/S, c 2 -c 7 7;m*->#;i^-;ps. tF 

P*->S. tfctt7x-jHSIf s ^*R 2 (C^^-5C 1 -C 6 7Jl/+;US*fc« 
L<«C ] -C 6 7^n + v»HJ;oTfi^SnT^T : t)ck^„ jfc£U j=0<D<!: 

mte2-4©Sgfc£^To 

R 3 tt7K^n?*fc« (*n-€ r niBi-*fcf'as&t)fctt*ffl<z)ADy>g(?, tH 
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a^n^^as, ^;u*7>s, ?7-*s/m> c 3 -c 8 v^d7;p+;ps, 

□ C.-CeT^+^S, C,-C 6 7^D^vS. t>L<«^>x;U^~> 

io . '0^;M-*v';*j;i/#-;pg, c 2 -c 7 7^*/<;i/S, c 2 -c 7 7;io*-># 

2 -c 7 N-7;p*;p*;pA* ; E-r;i/a, c^-c^wi/Tji^^m, 7$/a, 
(c,-c G 7;u+^) 7S/S, v (c 1 -c 6 7;u*;p) 7$/a> ( 
^□gftbTiiif, smuc^. fc«ktf/t>L<tts*isc;F£i-3flBWT 

fitft$nT^Tt)«t<. ^«»^«R 4 *5cfc?>*R 5 «M#-*g{C^oT3-6M^JK 

qttosftttitsr, 

20 Gte, -CO-. -SO,-, -CO-O-, -NR'-CO-, -CO-NR 7 - 



'2 

, -NH-CO-NH-, — NH-CS— NH — , -NR 7 -S0 2 -. -SO z -N 
R 7 -, -NH-CO-O- SfclJ-0-CO-NH-Tg§ni)lW. ZZ. 
X\ R 7 \t&m®mtteC l -C 9 7fr*fr&&&?i>\ c5-5t^teR 7 ttR 5 i:-*! 
ttoTC 2 -C 5 7Ml/>lWLTt)J:K 
25 R 6 «7x-;US, C 3 -(V>?n7JMr;Ug. C 3 -C 6 y^D7J^H, 

30 UT<6-&lg*^UTViTt)«k<. $btI±IBR 6 Hi3tt§7x-;l'S, C 3 -C 8 v 
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PCT/JPOO/03203 



1 0 



-hn«, ttis7i-h& iJ)Vt^'y)Vm, ts)Vn^)m. V*)7)l*u*?- 

c,-c 6 7;m*vs, c I -c 8 ->*o7;M t ;M-*$/*, c,-c 6 7;^;u5 1 ^ 

S> C 1 -C 3 7;^l/>y*+->l > 7xZJH, 7xZJl/7$y 

a, ^>x;i'S, ^>y-Y;i/S, 7ai-)ux)U7 4 7I^^7;^*zJ^s 
, 3-71-jwk h*s. c 2 -c 7 7;!/#y<;i/g, c 2 -c 7 7;io*sy#;i,# 
c 2 -c 7 7^*y<;p**->ai, c 2 -c 7 7;p#/-i*;u7$/s, c 2 - 
c 7 N-7;p+;^;i/A* ; t<;i/S, c 1 -c 6 7;^;i/x;^-;u» > 7x-;^;i,a* 
^-r^S, n, n-v (c,-c,7;mr;w x*77Km 7571, ^y < 

C,-C 6 7;i/*J1/) 757S. 5? (C 1 -C 6 7;P+;W 757*, ^>5W7$7 
C 2 -C 7 (7;i/3^vij;u#-;i/) 75/S> c,-c 6 (7;m^x;m>-;I/ 
) 757S, ^tz\t\c7s (C 1 -C 6 7^+;i/X;P*-;u) 75 7gfc:J;!5B&3tt 

x^Tt>«t<, unf,©7xr;n, c 3 -c 8 ->7o7;i/+;us, c 3 -c 8 ^o 

ADy>If, ->7/£, tHD + yS, 7$71« h U 7;M-D*5^Ug, c,- 

c 6 7;u+;i/S. c,-c B 7;P3**>ai. c 1 -c 6 7^+;P5 1 ^ ^7 (c,-c 
i7)V*M 7 5/«, *fctts> (c 1 -c 6 7;u*;p) 7S7li; t toT$^i:i^ 



n& C , - C 6 7)l*MViatt;&Gmf$. ttii^i >h L < tt^rt-f > 
^d^±Eit (I) T'36Sn*ffc'&#,tt, MI P-l a^i^/ifetJMCP- 

0 1 tt. <t£®&^ 1 5 8 3^1 2®^P^bfc^©W^tOTS^ 

0 2(4. 5 8 3©»«©if*c»r*a#tw-rHT*s. 
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1 1 

0 5 tt, ^k^## 1 2 4 5 * 3 iim«Pl9:4Lfc«^©»KSK«KK»"r* 

5 0 6 a, it^mn 1 5 8 3 ©s®ewi$!i8ft***-r0T*s. 

ID 7 tt. {t-&«J#^ 1 2 4 5 ®JR88fflMftX**T 

S 8 «, {t£#>#^ 1 5 8 3 ©ttttS56tt*»W7 l/Jl^HSWHUftWItotx 
0 9 tt, fc&#J## 1 2 4 5 ©«ttmttHM0(|7 U^HtWHiaiMtotx 

±ES (I) Cfc^T. R'tt7i-JH, C 3 -C 9 y^P7MM. 

* i - 3 as w-r s#«»as*8sai tm& vxm^mmoi u x v»t t> «t < . ±ib r 1 

20 . awt-owa, c,-q 6 7Ji/*;WS» c,-c,^D7;WAi. c 2 -c 6 7 
)Wr-)im. c,-c e 7;io c 1 -c 6 7;u+;P5 1 ^-a, c 3 -c 5 7^+ix 

c 2 -c 7 7;i/*y-r;PS, c 2 -c 7 A;w3**>*;^r;u», c 2 -c 7 7 
25 M/'fM+yi, c 2 -c 7 7;^y-r;u75ys« c 2 -c 7 N-7;m^#;p 

At-f^g, C 4 -C 9 N-yi7D7JWMA'Hm C ,-C 6 7 )V*)V7,)V 
C 3 -C 8 (7^3*^*^#=;W N-7i^JWJWtM 

ji'S, tr^us?y*;W#-;p*, tMU/A^M, i -troy P-jitui 

*s-)im. it : -NH (C = 0) 0-T£Sft*2fflliS, it : -NH. (C = S) O 

30 -T»m.znz>2m&. (c,-c e 7^+^) 7$y«, ( 
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1 2 

s*vy;k t?^/'j;k ^ityujk -<7**-^/ujk ^77u;k -fvg=- 
7v"j;k tfj^k tru5^-;k MJ7vx;k MJ7Vu;k m->7y 

umftmtLTte. ^x-;k 7UJk t°au;k -fy^-+-y-yu;k *«trxtu 
x;k ^>v^xxjk +yj;k syyyjk ^>7^-++f-y*u;k 

£»©g»££LT© rAPy>«^j fctt, 7y*«?. ifi*K^F, &*IC?, 

R'WM^SiLT© rc,-C,TJ14;Hj ttt. flJAtf^k x^;k n- 
yatfJk n-7^Jk n-O^k n-A*>7k n-AT^jk n-t7f 
;k <V7 p Otf;k -f77^;k sec-7"f;k tert-^K <y^>? 
;k *;t^>3Mk tert-^>WK ^fy^yik 2-*^;u^>^;k l 
-X^;k73\>I,»ft i" © C , - C 6 ©H$SS7 t ctt^tt(7D7^+J|,S*«i* •€■© 
Sfjg^^WJtLTtt. *^;k x^Jk 7ae;k fcckcH V7 , De;Hftt**« 
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1 3 

R'«ItLTff) rc 3 -C 8 ->£D7;M^U®j it. IMERM^ttS rc 3 

R l ©s&«<hLT© rc 2 -c 6 7;krx;ugj fctt, 09Atftf-;k 7U;k i 

5 -7"D^-Jl/, 2-7xX;k 3-yf-iK 2-^^;p-l -zfu^~)V. 4- 
<>f-JK 5-A+-b~;k 4-^^- 3-^>rXJl/g&£©C 2 -C 6 ©iI 
«*fctt»tt«©7;^=;^*a:(*b. *©Mfc^#W<t:UTtthfx;i,a£.J: 

R'rofittStLT© rc,-c 6 7^*'>Sj ttt, Buf2c,-c 6 7;M^S 

15 R 'OlMlilT© rc 3 -C 5 7;P+l/>Sj <hte, «^«hU^fU>, 

u- >s& Eifi&ff ens. 

20 (-CH 2 CH 2 0-) , YV^Vy***/ (-CH 2 CH 2 CH 2 0-) , fh5 
^^I/>^-+v (-CH 2 CH 2 CH 2 CH 2 0-) , 1. 1 -v^5 1 ^X9 1 ^>^+ 
-> (-CH 2 C (CHj) 2 0-) £&£©. C 2 -C 4 <D2i%7)V*\s 

25 R'OlftStlTO rc 1 -c 3 7;i/+i/>v^+->»j fctt, «^tf^^u>^ 
(-OCH 2 0-) , X5 1 U>x^+-> (-OCH 2 CH 2 0-) . YVttV 
(-OCHjCH 2 CH 2 0-) . 7°Ptf l^>^**-> (-OCH 2 CH ( 

ch 3 > o-) muz<Dc l -c 3 <D2my)\'*i'>&t2m<D**i'mtfrt>ttz>& 

30 ^HfcHTSn*. 

R'oiMtit© rc 2 -c 7 7^y-f;i'Sj #!;Ui7-fe?;k 7"o/t 
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1 4 

/-Ok 7'*/-ok ^>?/-ok A*-y-y-r;k ^y^y-ok -fy^yjp 
. 3-^)^9/^)1. 2 ~^)V^9/^ ;k tfA*D^;k 4-^^;i/^>^ 
y<;k 3, ft? 9 j 4 )\,. 5-^^)^^y-omua<Dc 2 -c 7 

R^BlftSiLT© rc 2 -C 7 7;kn+v^;k^n;i/Sj <hli, SirEC-Ce 
7;kti^~>S<h^;k^n;i,Si^6^-i)S€r^L, ^©^jl^^JtLTtt^ 

R*©e^S<»:LT© rc 2 -C 7 7;k*/-f;k75/»j fctt, BtII5C 2 -C 7 7 
;k^/^;i/S£7S/X£frbfiJc£fi£:Ii*U ^©SfilfcJMfrflli: LTtt, 7-fe 

^75 smtzizimtf £*vs. 

R^llftiiuo rc 2 -c 7 7;k+;k^;PA' ; E-i';PSj ttt, hmbEC i — c 6 
7)v^-)vmtts)vn^ int^s/^i^iftk *©ff»fciWM*£LTtt, 
N - / f-jbiijifrtw n - x^;k^j ;k\*^ < £ns. 

R^B^Sibr© rc 4 -c 9 N-v^P7;u+;k*;i//\' ; E-r;^j -tn str 

=E-r ens. 

R l ©g$S£LT© rc,-C 5 7JU+;kx;k*x;i/Sj fctt, mifec.-C^ 

R^g^Sibr© rc 3 -c 8 (7;i/3+->^;k^xju) ^^muej ta, pie 

C 2 -C 7 7;i/3 + v-^;k^X^S £ !:^5 1 ;i/Si^?>7il.-S$r®i!*L, ^©Mft^ 
«7^*;Pae«koTtt&$ftfc73,'££*i*U •eoffjK^M^tLTtt, / 
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1 5 

aa*#«tLT»a, vy^;U75/S. yIf^7S/l, N-X^;U-N-y 

^;u75 ens. 

SIS, *&ttlM*©«i**£LTtt, ADy>«^, th'D + yl, C,-C 6 7 

JWi'S, c 2 -c 6 7JU^t-;p», CrC^jpn+yi, c,-c 6 7;i^;i^:t 
757S, (c,-c 6 7;p*jw 7$/g, 43«t^v (c,-c 6 7;i/+ 

$^(1, R l K£tt<i>7x:r;l^ C,-Ca">^D7;l/*^S, 3fS8Stt*ilt», 
7)V*a*7)V&* C,-C 6 7;P+;PS> tfdJC,-C 6 7^4ySl:<koT$ 
15 . C 1 -C 6 7;i/a*'>Stt, BulBR , H*3ttS7x-^S, C 3 -C 8 y^o7W 

±I25X (I) fc*HT, R^izMSETf, C,-C 6 7JWH, C 2 -C 7 Y)lO 
* ! >il)V#-)V&* tHD+yl, *fctt7x-;i/»^SL. R 2 (I*5tt?)C ,-C 6 
20 7;p*^SSfctt7xn;U3ltt, .fiE*ffl©OAPy>lg^ tHo+yl, C,-C 
6 7JU*;U«, Sfc«C 1 -C 6 7Jl/n + ->S(l e fcoT*^$tlTUT i bct^, fc£L 

R 2 Kl:fctt-5 C , - C 6 7^*^S*«klXC 2 - C 7 7 )V?*i't> )V#-)\,m*. R 

ii;iiW7ir;H, c 3 -c 8 5/^D7;i/*^S, ^IMISI, 

R 2 C , - C 6 7JM i ;i'S££«7 x-JH©Iili LT0Aoy>I? 

, C,-C 6 7^+;PS> *5=b^'C 1 -C 6 7;i/D^->S«> iifER'Klfctt^x:^ 
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1 6 

±iEit (I) C*HT, kttO-2©I»€^U mtt2-4 0ltW„ ft 
^Tt>k#0T&«3, mdJ3T**«^©2-HJfteoU^>, WlTJD, m 
*'2^1^3-lifDUy>, k#lT*D, m*»3T»5S^0 3-l 

±IBit (I) KSWr, nttOJfcttlSSf. 

#11. k*JlTmi»2T*0, n^0Ta6-5^-&©3-75 KtfPUvX 

±ea (i) c*ut, R 3 «zKSM^*fe« (-tn-rnK-sfctt^ofcffig 

■OAny>Rf, tHn+vl, C,-C e 7;M\Mk t)L<(JC l -C 6 7;Un 

nr^x t> <t n c , - c , j)\,*)\,m *m.t. 

nr>B=? % Cj-c.r^^m. *«ktfc 1 -c 6 7;m*S'Stt. -en^n, m 

ft*T't>, R 3 «7K^^T*^)^-&^(cjf^t^ o 

±ES (I) fc*^T, R 4 *5ctl^R 5 «, ra-*fc«J|*oT. hH 
□ 7i-JH, ^fcttC 1 -C 6 7;U+;PS^*L, R 4 feJ;0:R 5 (ci3^S 

C 1 -C 6 7^+JPStt, tttiCAoy/gf/hFD+yl, ->77S» ~hP 

& tt)vn=t^)vm. *)vij-f\>m> ^7zy7i> c 3 -c 8 v 
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1 7 

^>yM*yl, ^>v;u**->#;M*-jug, c 2 -c 7 7;^y-r^s> c 2 - 
c 7 7;m^->^;^-;n. c 2 -c 7 7;i/*y-f ;^*->s, c 2 -c 7 7;wy 
5 <;U75/S, c 2 -c 7 N-7^+;i/7^;i//\* ; E-i'Ji/S. c,-c 6 7;i/*^x;i/*n 
7s/a> (c,-c 6 7;p+;i/) 7578. (c 1 -c 6 7;wi/) 7 

10 T3-6M^Mfb7KS*^LTfecl:^„ 

R 4 *ctI>*R 5 (Ct5W-i)C 1 -C 6 7;i/+;PS«, ffllHRHC&tt^x:^^ C 3 

tzh<Dtmmr&D, mem z $? muMftm tLxmfzzttf-ezz. 

R 4 & R 5 K£tt3 C , - C 6 T^^HClMtLKDAoy^f, c ! 

15 -c 6 7;u^^->s, c.-Cj/M^fti, c 2 -c 7 7;u*y-f ;us> c 2 -c 
7 7;m+v^;i,#-;^. c 2 -c 7 7;^/-i';^+->S, c 2 -c 7 7;i^/-f 
)V7^;m, c 2 -c 7 N-7;i/+;i/*;i/A* ; E'i';i/S« c i -c 6 7)\<*)V7>)V*-)i 

^7 (C,-C 6 7^+^) 7571> £>J:Z>\ v (C 1 -C 6 7^+;l/) 75 7 
R 4 *ck^R 5 Ht3W§C 1 -C 6 7;^^S©B^StLT(DC3-C 8 v^D7^ 
R 4 fe iDfR 5 C*5tt^> C , - C 6 7;P+;^<DfflJ^S<!: LTCD7 x -;l/SOH^S 

£Lt<d/\d^>m^ c,-c 6 7;p+>ii/8. *5j:t>'c,-c 6 7;m*vS«, bu 
geR , (c^^T7xzi;i/S; c 3 -c 8 v7D7;i/+;^. ££te£§ 
&3§0>-i&« izm lt^s nfc fcoi RtMTfe o , ^n^tiisj i;w ii& n& 

r 4 . R s *3ct^<7)P^Kii»<h^b^s t3-6^mwm<tynm) 
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1 8 

M&MtLTte, v^P7°pa°X y^n^X v^a^>^>. tokxtispu 

*$Ig;?£C 1 -C 6 7;M^a£. R 4 <hR 5 <D#K#£L<^J<hLT 

±ffiit (I) K&^T, ptt0 3;fc«l££U qttO*fcttl**-T. ptq 

±IBit (I) fc*HT. Gtt, -CO-, -SO,-, -CO-O-, — NR 7 — 
CO-, -CO-NR 7 -, -NH-CO-NH-. — NH — C S — NH-> — NR 
7 -S0 2 -. -S0 2 -NR 7 -, -NH-CO-0-, £fc«-0-CO-NH- 

-CO-*J:tf-NH-CO-NH-T*Sft*afc£j^tfStt*. 

R'fcisttsc.-c.T^+^gtt. iiieRMi^tj-s^x-ji/S, c 3 -c 8 ->^ 
R 5 <tR 7 £^b&s rc 2 -c 5 7^*i^>Sj *?-vy. 

* * y > fc £ © c 2 - c s amsk * fc tt#&t»i 7)V*r V >M%Mtit U ZO&mts. 
±fEit (I) £*5^T, R 6 }J7x-;PS, C 3 -C 8 yi'D7;l/+JH, C 3 -c 

□SftlTMf, *jtS?. *$d;tK/t)L/<tta#ig?*i-3fflWr-55Sf 
ITI^I^M LTUT t> ck < , 2 b i~±fSR 6 fcSttS 7 x 
c 3 -c 8 ->*d7;p*;hs, c 3 -c 6 v^p7;i^-;ux, *>$w«. 
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1 9 

. h l )7)V*u*5-)W* 0,-0,7^***, C 3 -C 8 y^n7^i, C 2 

-c 6 7;uy^;us. c 1 -c 6 7;m^->S, c 3 -c 8 s/*a7;i/*;M-*->«. 
c,-c e 7;mr;^*a, c l -c 3 7;i/+^>^+">s, 7ir;n. 7i/+ 

5 7x^;P7s;i/*r:^s, 3-71-jwkki. c 2 -c 7 7;^/<;i/S, c 2 - 
c 7 7;m+->*;^-;i/S, c 2 -c 7 7J^y-i';^*vS, c,-c 7 7;k&y 

<^75y*fi, C 2 -C 7 N-JJl^^jm^jm. C x -C 6 7)l*)l7s)l*- 

)m. 7ir^;wt^;H 1 n, n-v (c,-c 6 7;i/*;i/) ^77^^ 
1. 75/S. (C r C 6 7MiW 757S, v (c,-c 6 7;u+;p) 7^ 
10 yl, "?>5W75/«, C 2 -C 7 (7)V3*i/*frtf=.M 7$/"S, C^-Ce 

(7;u+jp7^*^;p) SfcHfx (c 1 -c 6 7^*;i/x;p*n;i/) 7 

R 6 l:i3^C 3 -C a y7P7MJH, 'VrniC? £LTR*IB^ 

D^>frJK ->7a^\+-kn;k ->7 p^7*f--;k y7Dt7f-JH&t*i 
#7;Hr-;W«*S:iftU *©ffft&JI#:08£LTttl -y^o^^riH, 1 
20 -2/0D^i*:i;i^fc£jW|Stf&ft*. 

R 6 (I*5W^)7x-;i/S > C 3 -C 8 y70mjH, C , - C 8 ->7 p7J^- 

25 . c,-c 6 7;ws> c 2 -c,7;nr-;p», c,-c 6 7;m+v^> c,-c s 
7;l/*;p?**. C 1 -C 3 7MU>yt+yl> c 2 -c 7 7;p*/<^». c 2 
-c 7 7Ji/p+^>7j;i/^-^s. c 2 -c 7 7;ptj/-<;I'^+vS. c 2 -c 7 7;u# 
7^^75yi« c 2 -c 7 N-7Ji/+;^;i/A ; &'r;u«, c 1 -c 6 7;i/*;i/7Ji'* 
t; (c-c^JM^W 7^/<l, *5«ktfs? (c 1 -c 6 7;i/+;p) 75 

30 /gwu HuieR 1 ni3^§7x-;i/S, c 3 -(V>7D7;M^g. 
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2 0 

R 6 owwimt lt© c 3 - c 8 □ 7)i*jim\t, HuieR 1 \zm% c 3 - c 8 -> 
R 6 ®g^stLT0 rc 3 -c 8 vi7 0 7;^;^+vSj <t«, misec 3 -c 8 

-> £ □ 7;i/+;i/S £ :t * ->S t tt> 6 fc £S L . Jl#« £ LTtt, 

^□^DW+yl, y?D^>fM+yi > y^n^yM+yl^i' 

R 6 ©g&g<!:LT© rc 2 -C 7 (T^a + J/fcVl'jfcrJM 75/Sj ttt. BUgg 
C8-C 7 7;i/3 + S/*;i,#-;P«a:73yat^&ftSS*ici*L. -C-OlfjSft* 

73 J W3.E*mi 5 £ 
R 6 ©fi&S<btT© rc,-c 6 (7;wi*;p#=;w 73/Sj ttt, mlgSC 

R 6 ©g$£<hLT© rt'X (C,-C 6 7^+^X;^^) 73/Sj t\t, Wl 

-s&ttM&o & 2 zxDmiic , - c 6 7;mr;^^*-;psfc =k^Ti^snfc7 

ft^T?*), R 6 (;fe^§7x^S, Cj-Cay^DTMJH, C 3 -C 8 ->£ 
Aay>M^» - hag, **->7*hiK. h'J7Mo^5 : ;H 

M^R 6 i:i3W§7irM ( c 3 -c 8 v*o7;Mvhi. c,-c,^d7 
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2 1 

oy>Kf, ->7/«. tFD+yl, 7$ /Ms hV7)V*U*?)Vm. c,-c 
7)V*M 75V*. Sfcttv (C,-C,mW 75ySHctoT$^tB^ 
R 6 C*W*7x=;PS, C 3 -C s ->i?D7JWH, C 3 -C 8 y^07^ 

fywf. c,-c 6 7;Mr^£. c.-cjjpa+yi, c-c^-M^u^tfg 
, (c,-c,7M;p) 7571, (Cj-c.y^*^) 7sy-Ste 

±ca (i) T***i*<t^«f, *®*Wfc*F*sns*#to#. 
£*«t*<&. -rfcto-feiest (i) T^^nsss«75>si3s*, •ecm^wtcfiF 
25 ttfflo»ntr4K:tt. WAtfaji. x>v>, ttm*;ptf-*fc£©»ra&H ; 

©JBHSHHfc £ HTa*©#ffifc «fc 0 dBBTS ZttfXtZ. 

*im> mm, m%mhmmm%^<DmwmuE^m^xmn<D^m\z^x^ 
30 tzzttfxtz. mm, mmm\z, wjuihv%-7v u >. Hj7-fe?>ft£© 
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2 2 

^jD$n?>o awautt, ^xur^e^^-fcii-raifl, »ft'»i©E£©ffl 

10 . tT->tt> *»J-:/ift&£©iiWfi«. Sfctt7-fe'J>&t**ffl^T« 7'J-A^J 

o 

^©^Wfa^^nsCi-CeT^+^Mws^Stt. i&g©«s, 

AmfziQ 1-50 Omg/BTW, 

±iBit (i) (Dmmy^ymm^mmummitLx, £tT©Tab i e i 

20 .1 - 1. 2 0 6\ZK2n,Z&MWlM$:^?%it'&V9£mtf2>ZttfT'ZZ>e 
Tablel. 1 - 1. 20 6 FT a b 1 e J « r^j §jftifcU 

rcompd. No. J \t rfb&#i#ifj £E*U khiral ityj (i 

J W\ ^7$>©^±©^^^WJ?©^Bag$t)^^i, rsj tt, * 
25 £ifc*K^#S©fc*tEIIS:t>0££, r-j tt7-feS#T&£^ *Sl»tt-?-© 
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Table 1.2 



24 



^nT' R> (CH2) r k m n chirality ' R 3 



-(CH 2 vf-(CH 2 )5-G-R 6 



12 ci-\ >-ch 2 - 1 2 0 S 



H 



O A - < 0CH3 

-CH 2 -N-C-Q 

OCH 3 



13 CI-4 >CH 2 - 12 0S 



H 



O , CF 3 



' CH2 ^ C w 



14 Ch-A>-CH 2 - 12 0 S 



H 



-CH 3 



O _/ CH3 



15 Ch-\ >-ch 2 - 12 0 S 



H 



-CH 2 -j^C-^J^-CI 



=-0- 



16 Ch-\ >-CH 2 - 12 0 S 



- CH 2 - N- C-^- OC H 3 



1 ? >-CH 2 - 12 0 S 



CI 



18 cm£>-ch 2 - 12 0 S 



CN 



- CH *-£f c "w 



19 c\-\ >ch 2 - 12 0 S 



H 



o 



20 cK /)-ch 2 - 12 0S 



H 



-CH 2 -NhC-/> 



H \=/ 



21 Ch-\ >-CH 2 - 12 0 S 



-CH 2 -^C-^^^CF 3 
F 



22 Ch-\ /-CH 2 - 12 0S 



H 



O , CF 3 
F 
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Table 1.4 



C °N™ Pd " R2^ {Ch,2) r k m n chirality "(CH 2 )^(CH 2 )^G-R 6 
' R 5 



34 >-CH 2 - 12 0 R 



O PCH a 



/=\ n OCH 3 

35 Ci-\ >-CH 2 - 1 2 0 R h h W 

^-^ -CH 2 - ^C^^-OCH 3 



36 CH^J-CHa- 12 0 R H - C h 2 -^chQ 



OCH 



3 



37 cmQ-ch 2 - 1 2 0 R h -CH 2 -^?-{j 3 

/=v n . CH 3 

38 ChQ-CH, 12 0 R H -CH,-^?-^ 

39 cmQ-ch 2 - 1 2 0 R h _ C h 2 _^?^Q. c1 

40 Ct-Q-CH,- 1 2 0 R H _ C H 2 -N-iHQ-OCH 3 

_ 0 CI 

41 C^Q-CH 2 - 1 2 0 R H _ch 2 -N-C-^ 

CI 

42 cmQ-ch 2 - 1 2 0 R h -ch 2 -£ C -£5 

43 Cm(>CH 2 - 1 2 0 R H . .^If-fit 

— 9 

44 cmQ^ch 2 - 1 2 0 R h -ch 2 -n-c-^-cf 3 
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Table 1.9 



C N m o Pd ' R^ (CH2) r k m n ^ hl ^lity > "(CH 2 )p^(CH 2 ^G-R 6 

R 



89 Ct-\ /-CH 2 - 1 2 0 S H 



93 o-\ >-CH 2 - 12 0 S 



95 a-i. >-CH 2 - 12 0 S 



96 ct-i >-ch 2 - 1 2 0 S h 



97 Ct-C )-CH 2 - 1 2 0 S 



-(CH 2 ) 2 - 



o F 



90 cM^ch 2 - 1 2 0 S H -(CH 2)2 -^h(5 



o Cl 



91 Ct~i >CH2- 1 2 0 S H - jTi 

-(CH 2 ) 2 -N-CH^J-CI 



92 cm(>ch 2 - 1 2 0 S h .(ch^.^^ 



PCH 3 



(CH 2 ) 2 -^C-^>-OCH3 



_ , O , 0CH 3 

94 CI-^_y-CH 2 - 1 2 0 S H -(CH 2 ) 2 -N-C-^J 

C 

0 r-t 

-?rK5 

o / 

H ' -(CH 2 ) 2 -N-C-^^-Cl 

98 CI-Q-CH 2 - 1 2 0 S H _ {C h 2)2 -n-?-^0CH 3 

99 C h^-CH 2 - 1 2 0 S h -(CH 2)r hh?-f3 



OCH 3 
CF 3 

(CH 2 ) 2 - 

CH 3 

(CH 2 ) 2 - 



CI 
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Table 1.1T3 



Compd. R V(CH 2 ) r 
No. R 1 



k m n chirality R 3 



100 Cf\ >-CH 2 - 12 0 S 



H 



"(CHsJ^r-fCH^G-R 0 
R 3 



-(CH 2 ) 2 



101 ct-\)-CH 2 - 1 2 0 S 



O ✓ ^S 



102 cr-\>-CH 2 - 1 2 0 S 



H 



R CF 3 



-(CH^-J^C 



103 cr-£>-CH 2 - 12 0 S 



104 Ch-\ ycn 2 - 1 2 0 S 



ch 2 - 1 2 0 S 



105 a-O 



H 



H 



-(CH 2 ) 2 -N-C-f VCF, 



-(CH 2 ) 2 - 



CF, 



-<CH 3 ) 2 - 



106 ci-4 >-ch 2 - 12 0 S 



107 a-i >-CH 2 - 1 2 0 S 



H 



OCF- 



~(CH 2 ) 2 



-(CH 2 ) ; 



O , CF 3 



108 Ch-T~VcH 2 - 1 2 0 S 



109 C i-^-ch 2 - 1 2 0 S 

110 ci^Q-ch 2 - 1 2 0 S 



H 



H 



H 



-(CH 2 ) 2 -N-C-^) 
0,N 



-{CH 2 ) : 



^ NO- 

tK5 



O 
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Table 1.1 1 



C ° N ^ Pd " R ^ CH 2)r k m n chirality R> -(CH^fCH^G-R 6 

. R 

9 ^ CF3 

111 C\~i >-CH z - 12 0 R H -(CH 2 ) r 

n ^=< 

CF 3 

O 



Ci 

112 Cr-Q>-CH r 12 0 R H -(CH 2 ) 2 -n-C^3 



113 ct-Cj-CH 2 - 12 0 R h 



114 ci 



115 Cl-i />-CH 2 - 1 . 2 0 . R H 



117 Ct-i >-CH 2 - 12 0 R 



118 C 



0 

-(CH 2 ) 2 



F 3 C 

Br 



f -0 CH2 - 1 2 0 R H - ( CH 2)2 -M-^ F 



O P 
-(CHa) a -N-C-^^- CI 



116 C^>CH 2 - 1 2 0 R H _ {CHih _^l_^ 



,OCH 3 



(CH 2 ) 2 - N u C-^^~ OC H 3 
O / 

i-h^J>-ch 2 - 1 2 0 R h -(CH 2 ) 2 -n-ChQ^ 



'3 



119 o-<>ch 2 - 1 2 0 R H -(ch 2 ) 2 -J-<3 

120 C-Q-CHa- 1 2 0 R H .^.^^ ' 



OCH3 

CF 3 



H N==/ 



121 ct-\_^-CH 2 - 1 2 0 R h _ (CH2)2 _^-Qkc. 
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143 C^Q-CH 2 - 1 2 0 R H HW^N-C-Q-Br 
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Table 1.14 



C °No d ' R^ (CH2) i k m n chirality - (C h 2 )^ (i _. 

R 5 



144 0-Q-ch 2 - 12 0 R 



)pt7( C H 2 VG-R 6 



-(CH 2 ) a -N-C-()— * 



145 o-( >-CH 2 - 12 0 R 



-(CH 2 ) 2 -N-C-hQ-CF 3 



146 >-ch,- 12 0 R 



H 



-(CH 2 ) 2 -N-C-^-CH 3 



147 Ci-i VCH 2 - 1 2 0 R 



H 



-{CH 2 ) 3 - N- C-0- CH 2 CH 3 



148 CH^>CH 2 - 12 0 R 



-(CH 2 ) 2 -N- C -f >-CN 



149 ch-0-ch 2 - 12.0 R 



H 



-(CH 2 ) 2 -N-C^ 




150 a-{ }-ch 2 - 12 0 R 



151 Ch\ }-CH r 12 0 R 



H 



H 



-(CH 2 ) 2 



F 



"(CH 2 ) 2 - 



152 Ci— t >-CH 2 - 12 0 R 



H 



-(CH 2 ). 



0 Jt 



153 ci-t ycH 2 - 12 0 R 



H 



-(CH 2 ) 2 - 



154 Chh( i- C H 2 - 12 0 R 



H 



F 
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Table 1.17 



C ° N ™ pd ' p>-(CH 2 )r k m n chirality 



R 5 



177 cmQhch 2 - .12 0 R 



178 c 



CH 2 - 12 0 R 



179 >-CH 2 - 12 0 R 



180 CH-<Q-CH 2 - 12 0 R 



181 



CH 2 - 12 0 R 



182 CH\ >-ch 2 - 12 0 R 



183 c\-\ >-CH 2 - 12 0 R 



184 CK >-CH 2 - 12 0 R 



185 Cl— 4 >-CH 2 - 12 0 R 



186 Ch-\ >-CH 2 - 12 0 R 



187 CmQ^CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



CH 3 

CH 3 F 

-CH-jvJ-C-H^^-CI 
CH 3 

CH 3 



N0 2 



CH 3 



CH 3 O /- 

I H \=/ 
CH 3 



P F 3 



Br 

H - W> 



CH 3 O /- 
CH 3 



CH 3 O / 
CH 3 



CI 

CH 3 O P 

-CH-N-C-/ VCI 
I H \=/ 
CH 3 



-CH-N-C-^^ 
CH 3 p 
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Table 1.1 8 



Compd. 
No. 


£>(CH 2)r 


k m 


n 


chirality 


R 3 


-(CH 2 )p|-(CH 2 )5-G-R 6 
R 5 


188 


CI-Q>-CH 2 - 


1 2 


0 


R 


H 


"? H "K" C ~0 

CH 3 


189 


Ct-Q-CH 2 - 


1 2 


0 


R 


H 


CH 3 


190 




1 2 


0 


R 


H 


[ H_ W 


191 




1 2 


0 


R 


H 




192 




1 2 


0 


R 


H 




193 


c ^O~ cHr 


1 2 


0 


R 


H 




194 


c, ~0~ cHr 


1 2 


0 


R 


H 


CF, 

CH 2 -f|) F 


195 




1 2 


0 


R 


H 


~CH-N-C-(VCI 


196 


ci_ 0" CH2 " 


1 2 


0 


R 


H 


(fl» i? /"\ 

-CH-N-C-H*^ 


197 




1 2 


0 


R 


H 


~ - 


198 


ci_ O hchj " 


1 2 


0 


R 


H 


(S) P 
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Table 1.1 9 



Compd. R V(CH 2 ) r 
No. R 2/ 2 " 



199 ci-4>-ch 2 - 12 0 R 



R 

k m n chirality R 3 -(CH 2 fcT- (CH 2 W3-R 6 
Rj 



200 Ci-\>-CH 2 - 12 0 R 



201 c 



ch 2 - 12 0 R 



202 C 



203 C 



-o 



ch 2 - 1 2 0 R 



ch 2 - 1 2 0 R 



204 c 



205 Cl 



hh£~^-ch 2 - 12 0 R 



ch 2 - 12 0 R 



206 Ch-\>-CH 2 - 12 0 R 



207 Cl 



208 Ci 



209 ci 



CH 2 - 12 0 R 



CH 2 - 12 0 R 



CH 2 - 12 0 R 



H 



H 



H 



H 



H 



chjhQ 
(S) f? W 

CH 2 hQ f 

— cf+^c-^V-ci 
(S) Pyx 

I. . 



n _ 

(S) P 
CHy/j) 

• (S) P W 

(3 9 W^ 3 

-W-N-C-f > 



IS) 

-CH-N-C- 

J H 9 



ci 



O 

-CH-N-C-f > 



Cl 

O 



WO 00/69432 



PCT/JPOO/03203 



Table 1.20 



4 2 



°nT' £>< CH *)r 



k m n chirality R 3 



R s 



210 Ch\ }-ch 2 - 12 0 R 



211 Ct-\ >-CH 2 - 1 2 0. R 



212 ci-4 >-CH 2 - 12 0 R 



213 Ct-« >-CH 2 - 12 0 R 



-CH-N-C-f % 

J H PM 
o 

(CH 2 ) 2 -f-CH 3 
0 

O 



o 



N0 2 



214 Ch-4 )~CH 2 - 1 2 0 



O 

-(CH 2 ) 3 -C-^ 



215 a-C >ch 2 - 1 2 0 



H 



-(CH 2 ) 3 -C-^^-OCH 3 



216 ci-h( V"CH 2 - 1 2 0 



H 



-(CH 2 ) 3 -C-/j) 



217 ci-\ >-CH 2 - 1 2 0 



H 



"(CH 2 ) 2 - 



H 3 C0 



OCH 3 



218 cK/VcH,- 1 2 0 



H 



-(CH 2 ) 2 -C--^-CH3 
H 3 C 



219 o-<> 



CH 2 - 1 2 0 



H 



-(CH 2 ) 2 - 



220 CK >CH 2 - 1 2 0 



H 



-{CH 2 ) 2 -C-^Q>-CH3 
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Tabte 1.2 2 



k m n chirality *R 3 



iCH 2 )^(CH 2 ^G-R 6 



232 cmQk 



240 



241 



242 



CH 2 



233 Ch\ >-ch 2 - 



234 CJ-4>-ch 2 - 



235 Ch\ >-CH 2 - 



236 ct-4 >-CH 2 - 



237 Ch-4>-CH2- 



238 ChA >-CH 2 - 



239 ^^-ch 2 - 




CH 2 - 



CH r 



CH 2 - 



2 0 



2 0 



2 0 



2 0 



2 0 



2 0 



2 0 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



H 



H 



H 



o _ 
-(ch 2 ) 3 -c-n-ch 2 hQ^ 



o 



CH 3 



H "CH 2 - CH.CH 2 -C-N- CH 2 -^^Ct 



-CH 2 -N-S-/~~\ 



■CH 2 -N-C-0-CH 2 H^ 



CI 



o 

-CH-O-C- 
CH 3 



-CH 2 -N-C-^ ^ 



^ CF3 



PF 3 



.CF, 



-CH.-Jj-C- w 
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Table 1.26 



k m n chirality R s 



"(CH 2 )p|-(CH 2 )5-G-R 6 



276 



277 



283 



284 



286 



CH 2 -. 



278 h 3 co 2 c-( v i-CH,- 



279 f 3 co-Q>-ch 2 - 



F 3 cq 

280 • ^_ CH2 _ 



281 H0 2 C-\ >-CH 2 - 



282 (H 3 C) 3 C-H^-CH 2 - 



CH 3 



CH 2 - 



CH 3 



285 0" CH2 ~ 




>"CH 2 - 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 R 



2 0 R 



- CH 2 -Jt c ~v, 



-CH 2 -N-C-Hf > 



,CF 3 



H \=/ 



-CF3 



9 



,CF 3 



_CH 2 -hhC- w 



-CH 2 -Nh?-^ 



P 



-CH 2 -N-C- 



" CH2 "{t C " W 
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5 0 



Table 1.28 



C N m o Pd ' R^ (CH *>r 



k m n chirality R 3 



-(CH 2 fcr7( 



-(CH 2 )p-|-(CH 2 )q-G-R £ 
R 5 



298 



300 



301 



303 



304 



305 



306 



308 



HjCCH^-C 



CH 2 - 12 0 R 



299 H 3 C-\ /-CHj- 



N0 2 



CH 2 - 



0~ cHr 



302 OjN-^^-CHf 



{J-CHr 



C0 2 CH 2 CH 3 



CH 3 



.CI 




CH 2 - 



307 F 3 C-{ }-CH 2 - 



Br 



CH 2 - 



2 0 R 



2 0 R- 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



-CH 



,CF, 



2 0 R H -C^-Jc^ 



H \=/ 



-CH 2 -M-C- 



-CH 2 -N-C-^ 



,CF 3 



.CF 3 



P 



.-CH r N-C- w 



PF 3 



_ CHsr N- c -^5 . 



pF 3 



-CH 2 -^C- w 



-CH 2 -N-C-^J 



" CHj "it c " w 



2 



PF 3 



-CH 2 -N-C- 
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Table 1.3 0 



k m n chirality R 3 



"(CH 2 )i(CH 2 ^G~R 6 
R 5 



320 N ^_, 



329 



CH, 



321 NC-\>-CH 2 - 



322 




F-\ /-CH 2 - 



323 0-0 01 *- 



324 h 3 co 2 c-^>-chj- 



325 f 3 co-<Q>-ch 2 - 



F 3 co 

326 0-°+ 



327 H0 2 C-4>-CH 2 - 



328 (HaOsC-^-CHj- 



H 3 
^CH 2 - 

CH, 




2 0 R 



2 0 R 



2 0 R 



2 0 R 



.2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



330 ci-^^-ch 2 - 0 3 1 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-<C5 

- CH *T C_ 0 

_ CH2 _^ CH Q 



-CH 2 -N-. 



-CH : 



tk5 



PF3 



.CP. 



-CH 2 



-CH 2 -N-C^^ 
-CH 2 -r*-C-{^ 



-CH 2 - 
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5 4 



Table 1.32 



Compd. R V(CH 2 ) r 
No. Pr h 



k m n chiraiity R 3 



"(CH 2 )i(CH 2 ) T G~R 6 
R 5 



342 Ci-^}-CH 2 - 0 3 1 



H 



CH 3 O 



343 CmQ^ch 2 - 0 3 



H 



I H \=/ 



I 

CH(CH 3 ) 2 



344 CI-Q-CH 2 - 0 3 1 



H 



-CH-N-C- 
I H 
CH 2 CH(CH3) 2 



345 Ci-i >-ch 2 - 0 3 1 



H 



-(CH 2 ) 3 -C-(J) 



346 ci-< >-CH 2 - 0 3 1 



-(CH 2 ) 2 - C-^JH OCH 3 



347 Cb-i )-CH 2 - .03 1 



H 



-(CH 2 ) 2 -C-^-CH 3 
H 3 C 



348 ci-4 >-CH 2 - 0 3 1 



H 



-(CH 2 ) 2 -C-^ VCH3 



349 Ct-i YcHr 0 3 1 



H 



-CH 2 -S-Q-CH 3 

o 



350 Ch-< >-CH 2 - 0 3 1 



H 



351 c\-\ >-CH 2 - 0 3 1 



H 



-ch 2 -n-c-o-ch 2 hQ> 



352 o-< >-ch 2 - 0 3 1' 



H 



CI 



CH 3 
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Table 1.3 5 



Compd. R V(CH 2 ) r 
No. Pr 1 



k m n chirality R 3 



"(CHsAcHa^G-R 6 
R s 



375 o-4>-CH r 1 3 0 



H 



o 

-(CH 2 ) 3 -C- 



CI 



376 cK >-CH 2 - 1 3 0 



377 C\-i)-CH z - 1 3 0 



378 ci-^}-CH 2 - 1 3 



H 



H 



H -(CH 2 ) 3 -C-N-Q^OCH 3 



9 H 3 9 

-CHrC-CHg-C-N-^ ^-Cl 
CH 3 H " 



379. ci-i >-ch 2 - 1 3 0 



- (CH 2 ) 3 - C- N-VJ 1 - C" CH 3 



380 ct-C >-ch 2 - 1 3 0 



381 a-i )-ch 2 - 1 3 0 



382 o-(>-CH 2 - 1 3 0 



383 a-\ }-CH 2 - 1 3 0 



384 Ci-{^-CH 2 - 2 2 0 



385 Chi )-CH 2 - 2 2 0 



H 



H 



H 



-(CH 2 ) 3 -C-N-CH 2 - 



- CH ^jt|"0~ CH3 

? /=v 
-CH 2 -N-C-OCH 2 ^J) 

-CttC-C-N-C) 



,CH 3 



CH 3 



-CH 2 -N-C- w 



_ CHr M- C -Q 
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Table 1.37 



Compd. R V(CH 2 ) r k m n chirality R 3 -(CH 2 J- 
No. ^ 5 



-d6 



(CH 2 )p+7(CH 2 )5-G-R 
R 5 



397 0~ 



CH 2 - 2 2 0 



398 \>" CH 2- 2 2 0 



399 0~ CH2 " 2 2 0 



400 



401 



404 



406 



407 



CH 2 - 2 2 0 



CH 2 - 2 2 0 



402 0~ CH2 ~ 2 2 0 

403 0^ CH2 " 2 2 ° 



CH 2 - 2 2 0 



405 O~ 0H2 ~ 2 2 0 



CH 2 - 2 2 0 



CH 2 - 2 2 0 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-<^J^-CI 
-(CH 2 ) 2 -N-C-Q 

-(CH 2 ) 2 -N-C-^^ 



-(CH 2 ) 2 - 



^k5 



-(CH^^C-HQH-oOaCHa 



-(CH 2 ) 2 -N-C- 



-(CH 2 ) 2 - 



F 

PCF 3 



"(CH 2 ); 



-(CH 2 ) 2 -M-C- 



P 



-(CH 2 ) 2 -N-C-HQ>-Br 
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Table 1.3 8 



6 0 



Compd. R V(CH 2 ) r 
No. Fr 1 



k m n chirality R 3 



-(CH 2 J-( 



-(CH 2 ) F 1-(CH 2 ) ? -G-R 
R 



408 



<£^-CH,- 2 2 0 



-(CH 2 ) 2 -N-OH^^-F 



409 0~ CH2_ 2 2 0 



1? 

-(CH 2 ) 2 -N-C- 



410 



o 



CH 2 - 2 2 0 



(S) i? 



CH 2 CH(CH 3 ) 2: 



411 



412 



41 



414 



41 



416 



417 



418 



CH 2 - 2 2 0 



ch 2 - 2 2 0 



3 0~ CHr 2 2 0 



CH 2 - 2 2 0 



5 0-CH 2 - 2 2 0 



CH 2 - 2 2 0 



CH 2 - 2 2 0 



Q-CH 2 - 



2 2 0 



H 



H 



-(jJH-N-C-** 
CH 2 CH(CHj) 2 




CH 2 CH(CH3) 2 . 



N0 2 



(5) ? ^ 
"^^h" 0 V==/ C °2 CH3 



CH 2 CH(CH3) 2 



(s) 9_W CF3 

CH 2 CH(CH3) 2 

O P F = 

CH 2 CH(CH3) 2 F 
(S) i? W 
CH 2 CH(CH3) 2 



(s) 2 



CH 2 CH(CH3) 2 



(S) i? f-C 
CH 2 CH(CH 3 ) 2 



pi 
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Table 1.3 9 



6 1 



Compd. R V(CH 2 )- k m n chirality R 3 
No. Pr 



"(CH 2 )pf-(CH 2 )q-G-R € 
R 5 



419. 0~ CH2 ~ .220 



H 



(S) P n-y 
CH 2 CH(CH 3 ) 2 



420 0-" CH 2- 2 2 0 



421 



422 



CH 2 - 2 2 0 



/r-CH 2 - 2 2 0 



H 



H 



(S) P 
CH 2 CH(CH3) 2 




(S) V W 
CH 2 CH{CH 3 ) 2 

CH 2 CH(CH 3 ) 2 



423 



CH 2 - 2 2 0 



424 0~ CH2 ~ 2 2 0 

425 0^ CH2 " 2 2 0 



426 (^- CH 2~ 2 2 0 



427 ( >-CH 2 - 2 2 0 



428 { >-CH 2 - 2 2 0 



429 0- CH 2- 2 2 0 



H 



H 



H 



H 



H 



H 




<*) P / % 
CH 2 CH(CH3) 2 



CH 2 CH{CH 3 ) 2 



-Cl^j^CH^J)--C0 2 CH 3 



CH 2 CH(CH3) 2 



CH 2 CH(CH3) 2 

O / CF3 

I H W 

CH 2 CH(CH3) 2 F 

O / 0CF 3 

CH 2 CH(CH 3 ) 2 * 



OT P 

-CH-N-C- 

i H W 

CH 2 CH(CH 3 ) 2 ' 
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Table 1.40 



C °NT d * R^ (CH2)i ~ k m n Chirality W 



'(CH 2 )X(CH 2 )q-G~R 6 
R 



>-CH r 2 2 0 



430 



431 if-° H r 2 2 0 



H 



n P 

CH 2 CH(CH 3 ) 2 . 
(A) P ^ 
CH 2 CH(CH 3 ) 2 



432 i >~CH 2 - 2 2 0 



433 0^ CH2 " 2 2 0 



434 



CH^jHCH^ 1 3 1 



H 



H 



H 



(«) P /r-( 

I H W 
CH 2 CH(CH 3 ) 2 

w P W CI 

-CH-^C-^JKCI 



CH 2 CH(CH3) 2 



-CH 2 



:rK3 



435 0-6 >-CH 2 - 1 3 1 



H 



436 C\-C >-CH 2 - 1 3 1 



H 



-CH 2 ~N-C- 



437 CH\>-CH 2 - 1 3 1 



H 



•~CH 2 -N-*C-H^^-C0 2 CH 3 



438 Ch-l )-ch 2 - 1 3 1 



" CH ^ c 'w 



.CF 3 



439 Cm£>-ch 2 - 1 3 1 



440 Ch-< >-CH 2 - 1 3 1 



H 



-CH 2 -NhC-f > 



H \=< 



F 

,OCF 3 
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Table 1.41 



Compd. R V(CH 2 ) r 
No. FT 1 



k m n chirality R 3 



-(CH 2 J^-( 



-d6 



iCH 2 )^H(CH 2 )^G-R 
R 5 



441 CK>-CH 2 - 



442 cK>-CH r 



443 CK\ i" CH 2- 



444 cl -A/~ CH r 



445 CH-{3-CH 2 - 

446 d-H^-CH 2 - 

447 ch-Q^CH 2 - 



448 CK\ >-CHr 



449 CH\>-CH r 



450 ch-Qkch 2 - 



CH 2 - 



451 cm^J 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -^C- w 



-CH 2 -N-C-^ >~Br 



9 




-CH 2 -N-C-Q-F 



-ch 2 -^c-^J)--ci 



-(CH 2 ) 2 -N-C^Q 



-(CH 2 ) 2 -N-C- 




5? 

-(CH 2 ) 2 -N-D 



-(CH 2 )2- W-C-^^" CD 2 CH 3 



"(CH 2 ) 2 « 



P F 3 



-(CH 2 ) 2 



:CF 3 
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Table 1.42 



C °No Pd " R^ (CH2) r k m n chiralit y 



iCHgJ^CHg^G-R 8 
R 5 



452 ch^Q^ch 2 - 1 3 1 



H 



-(CH 2 ) 2 - 



PCF 3 



453 0-< >-CH 2 - 1 3 1 



H 



454 CH< >-CH 2 - 1 3 1 



H 



-{CH 2 ) 2 - 



455 c\-^y~CH 2 - 1 3 1 



H 



9 



-(CH 2 ) 2 -N-C-HQ-Br 



456 Or-i >-CH 2 - 1 3 1 



H 



-(CH^-M-C-^J-F 




P 



457 ci-^^-ch 2 - 1 3 1 



-<ch 2 ) 2 - 



458 ' o-\ >-ch 2 - 2 2 1 



H 



-CH 2 -N-C- 



459 c^-0 



CH 2 - 2 2 1 



460 Ch-< >-CH 2 - 2 2 1 



H 



H 



O 



,CH 3 



-CH 



~CH 2 -j|C-i^-CH3 



461 Ch-< >-CH 2 - 2 2 1 



-ch 2 -n-c 



CF 3 



462 chQ- 



CH 2 - 2 2 1 



H 



H 3 C 
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Table 1.43 



Compd. R V (CH ^_ k m n chjra | ity R3 

No: 



"(CH 2 )i(CH 2 )5-G-R 6 
R 5 



463 Cl-< >~CH 2 - 2 2 1 



H 



-CH 2 -N-C 
CH 3 



464 Cl-<\ >-CH 2 - 2 2 1 



H 



O x 0CH 3 



- CH 2 - N- C-^^- OCH 3 
OCH 3 



465 ct-i >-ch 2 - 2 2 1 



H 



9 



466 ci-h(>-ch 2 - 2 2 1 



H 



-CH 2 - 



467 CH\ >-CH 2 - 2 2 1 



H 



-CH 2 -N-C 



Br 



468 Ch-^~^-CH 2 - 2 2 1 



H 



~CH 2 -N-C 



Q N(CH 3 ) 2 



469 O-i >-CH 2 - 2 2 1 



H 



470 CJ--Qkch 2 - 2 2 



o 



-CH 2 -N-C-^^-CN 



471 Ch-Q- 



CH,- 2 2 1 



H 



- CH 2 - N- C-^^- C0 2 CH 3 



472 a-C >ch 2 - 2 2 1 



473 CtH >-CH 2 - 2 2 1 



<? _ 0 



H -CH 2 -N-C-^^-C-CH 
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Table 1.4 5 



Compel. R V(CH 2 )- k m n chirality R 3 
No. 



-(CH 2 fc?-( 



"(CH^CCHa^G-R 6 
R 



485 Ci-{> 



CH 2 - 2 2 



486 Ci-Q-CHj- 2 2 



487 CK )-CH 2 - 2 2 



488 C^-4>-CH^- 2 2 



489 Ch-( )-CH 2 - 2 2 



490 C 



<-0" CH2_ 2 2 



491 Cl-^^-CH 2 - 2 2 



492 Ch-( )-ch 2 - 2 2 



493 c 



t-H^-CH 2 - 



2 2 



494 Ch-i >-CH 2 - 2 2 



495 Ct-< >-CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



O / CF ' 

-ch 2 -n-chQ 

CF 3 



9 M N 

-CH 2 -N-C-{J> 

-CH 2 -j^C-^ 

O , NH > 
-CH 2 -N-C-Q 



-CH 2 -N-C 



O _, CF 3 



F 3 C 

q ^OOH2CH3 



-CH 2 -^C 



R CF 3 



-CH 2 - 



-CH 2 -N-C 



OCF 3 



-CH 2 -£C-0 
-CH 2 -t^CHp 



-CH 2 
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Table 1.4 6 



Compd. R^- (C h 2 )._ k m n chira|jty R3 

NO. R 



ICHaAcH^G-R' 
R 5 



-d6 



496 CKJ-CHj- 2 2 1 



9 r< 
-CH 2 -N-C-(^J-F 



497 CK\ >"CH 2 - 2 2 1 



qHO CH (CH 3 ) ? 
-CH 2 -£CH0 



498 Ct-< >-CH 2 - 2 2 1 



H 



0 NH* CF 3 



-CH 2 -N-C 



499 c*-\_J-CH 2 - 2 2 1 



-CH 2 -J|ChQ-N(CH3) 2 



500 -Ci-i >-CH 2 - 2 2 1 



H 



- CH 2 - N- C-^^- OCH 3 



501 CI 



I-hQ-CH 2 - 



2 2 1 



-CH 



O NO, 
Br 



502 Ci-\ >-CH 2 - 2 2 1 



-CH 2 - 



.o , NC 



N0 2 
F 



503 Cb\>-CH 2 - 2 2 1 



504 Cb^>-CH 2 - 2 2 1 



-CH 2 -N-C-^^-CI 
0CH 3 



H \=< 

OCH 3 



505 C\-\ >-CH 2 - 2 2 1 



O "0 2 

chTVb. 



-CH 2 ~^C-^J-Br 



506 Ch-<\ >-CH 2 - 2 2 1 



u 

-CH 2 -N-C-Hf^l 
H 



N0 2 
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Table 1.47 



:ompd. 

NO. 


R 


k 


m 


n chirality 


R 3 


-(CH 2 )X(CH 2 )5-G-R 6 

no 

H 


507 


CI-<C}-CH 2 - 


2 


2 


1 


H 


-CH 2 -^C-<J] 
H 0^ 


508 


c, -0- cH2_ 


.2 


2 


1 


H 




509 


Ct-^^-CH 2 - 


2 


2 


1 


H 


o Br 

H S 


510 . 


cl _<Q-CH 2 - 


2 


2 


1 


H 


-ch 2 -n-c-< 1 


511 


cm O~ cH2_ 


2 


2 


1 


H 


o 

»CH 2 - N-C^TX 

H ° C(CH 3 ) 3 


512 


c, -0- cH2 "' 


2 


2 


1 


H 


CN 

— CH>>- N- C-K 7 
H \=/ 


513 


C1 _^Q- C H 2 - 


2 


2 


1 


H 


O 

s? /-< C " CH3 

-CH 2 -I^CHf)> 


514 


c, -0- cH2 " 

\ ' 


2 


2 


1 


H 


-CH 2 -^C^Vc(CH 3 ) 3 
H — 


515 


C( _Qkch 2 - 


2 


2 


1 


H 


- CH 2 - N- C^Q^ CH 2 OH 


516 


H 2 N-^jHCH 2 - 


2 


2 


1 


H 


-CHrjj-o<_> 


517 


H 2 N 

Q-CH 2 - 


2 


2 


1 


H 


-CH,-N-C-^J> 
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Table 1.48 



Compd. R V(CH 2 ) r k m n chirality 
No. Pr 



R 3 



-(CH 2 b|-( 



:-o6 



'(CH 2 )pi-(CH 2 )5-G-R 
R 5 



518 



.NH 2 
CH 2 - 



2 2 



519 O^StO -0 *". 2 2 



520 o-( v )~ CH r 2 2 



521 C(-(\ >-CH r 2 2 



522 a-i y.cn 2 - 2 2 



523 o-< v >-CH 2 - 2 2 



524 CH-{ }-ch 2 - 2 2 



525 CK >-CH 2 - 2 2 



526 Ci-Q-CH 2 - 2 2 



527 Ch-4 >-CH 2 - 2 2 



528 Ct-< >-CH 2 - 2 2 



H 



-CH, 



9 - 

-CH 2 CH-(^) 



9 



~(CH 2 ) 2 CI 



9 - 

»CH 2 CH-Q 



H 



H 



H 



H \=/ 



-CH,-N-C- 

2 H N=/ 



-CHj-N- 



/=\ -CH2-N-C-/~\ 



-CH 2 -N-D 



J) A CH 3 



9 



-CHj-N-O 



H _ C h 2 -n-C^Q 



9 /^CHa 
F 3 C 
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Table 1.4 9 



Co N ^ pd - ^3>(CH 2 )r k m n chirality R> -(CH^ 



-q6 



(CHsJ^-j-fCH^G-R 
R 5 



529 CI-h(~^-CH 2 - 2 2 1 



9 /^ N °2 



530 ct-i >CH 2 - 2 2 1 



H 



-CH 2 -N-C 
H 




531 ci-{^ 



CH 2 - 2 2 1 



9 



H 



CH 3 



532 Ch\>-CH 2 - 2 2 1 



533 o-< >-CH 2 - 2 2 1 



534 CH-Q-CH 2 - 2 2 1 



535 Ch\ >CH 2 - 2 2 1 



536 Ch-^^-CH 2 - 2 2 1 



537 c| -~vJ HCH 2- 2 2 1 



538 ch-4>-ch 2 - 2 2 1 



539 ci-£>CH 2 - 2 2 1 



H 



5? /^CH 3 
H 3 C 
P 

— CHj-N-C- 

H 3 C 

H 3 C 

9 



-CH 2 -N-C-^ 



-CH 2 -M-C- 



H 3 C 



CH 3 



H 3 C 

9 /=W CH 3 

" CH ^[t c "Vo 

F 3 C 
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Table 1.50 



C No Pd ' R^ (CH2) i~ k m " Chirali,y R3 



-q6 



"(CHa^CH^G-R 
R 5 



540 ci-Q>-ch 2 - 2 2 



541 CK\ J^ch 2 - 2 2 



542 ci-^}-ch 2 - 2 2 



543 ct-( >-CH 2 - 2 2 



544 ci-O-CH!- ? 2 



545 CY-i >-CH 2 - 2 2 



546 ct-i }-CH 2 - 2 2 



547 ci-i >-ch 2 - 2 2 



548 C(-{~}-ch 2 - 2 2 



549 Cl-^J-CH 2 - 2 2 



550 Ch-i )-CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



9 



-CH 2 -N-C- 



P 

-CH 2 -N-C- 



CH 3 




H 2 N 



-CH 2 -NhC-f ) 



,CH 2 CH 3 



H \=/ 



-CH 2 -fvhCH^h-CH 2 CH 3 



-CH 2 -N-0 
H 




-CH 5 



Cf ' CI 
r-/" 

CI 
CI 



CI 



-CH 2 -N-C-f } 



CI 



h y=J 

o 2 n ; 



-CH.-^C-Q 



O z N CI 
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Table 1.51 



Compd. R V(CH 2 ) r 
No. Fr • 



k m n chirality R 3 



-Q6 



"(CH 2 ) F i-(CH 2 )5-G-R 
R 5 



551 Cl-i >-CH 2 - 2 2 



552 Cf\ >-ch 2 - 2 2 



553 ct-i )-ch 2 - '2 2 



554 ChT VcHj- 2 2 



555 ci-( >-ch 2 - 2 2 



556 Ct-C >-CH 2 - 2 2 



557 a-A )-ch 2 - 2 2 



558 CK )-CH 2 - 2 2 



559 ci-< >-CH 2 - 2 2 



560 a-Q-CH 2 - 2 2 



561 Ci-( >-CH 2 - 2 2 



H 



H 



H 



H 



H 



9 X 

-CH 2 -N-C-CH 2 -^ • 



.CF 3 



-CH 2 -^-C-CH 2 -^ J 



t M CF> 

-CH 2 -J^C-CH 2 -^_j> 

CF 3 



I? 



-CH 2 -N~C 



H 



p ^rv CH3 
-cH 2 -^c-/prj 

H 



CH 3 O 



I H W 
CH 3 CF 3 



o , CN 

CH 3 

O 

| H W 
CH 3 
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Table 1.5 2 



7 4 



Co N ™P d - ">-(CH 2 ) r k m n chirality * 3 



^(CH 2 )p|r(CH 2 )^G~R 6 

R 5 



562 Ci 



563 ci 



564 Ci 



565 Ci 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



566 CmQ>-CH 2 - 2 2 1 



567 Ci 



568 Ci 



569 Ct 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



CH 2 - 2 2 1 



570 ci-hQk-ch 2 - 2 2 1 



571 Ci 



572 C 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



O , CI 

| H W 

CH 3 

9 ^ 

| H >=/ 
CH 3 F 3 C 

■<3 ' 



o F 

| H \=/ 

CH 3 



-CH-J^C-^^ 
CH 3 

| H \=/ 
CH 3 



-CH-N-C 
CH 



I H W 

CF 3 



-CH-N-C 



CH 3 



-CH-N-C 

! 

CH 3 



O , CF 3 
F 

CF 3 



CH 



| H \=/ 
CH 3 



9*^ 

" CH- H ^"O 
CH 3 
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Table 1.5 4 



C N m o Pd * R^ (CH2) r k m n chira,it V R 3 



R 6 



584 CK />-CH 2 - 2 2 1 



H 



-CK-N-C 
I H 
CH 3 



o * o 



585 CK >-CH 2 - 2 2 1 



586 CK /-CH 2 - 2 2 1 



H 



H 



O 

-CH-N-C-^VcN 
I H \=/ 



CH 3 

O 

•CH-N-C 



CH 3 



587 Ch-4>-CH 2 - 2 2 1 



H 



CH 3 



588 cK\ >-ch z - 2 2 1 



H 



O 

-CH~N-C--^^~NH 2 
CH 3 



589 CK >-CH 2 - 2 2 1 



H -ch-n-c^Qhc(ch 3 ) 3 

CH 3 



590 ci-4 >-ch 2 - 2 2 1 



H 



-ch-n-c-<Qkch(ch 3 ) 2 



CH 3 



591 ohQh 



CH 2 - 2 2 1 



H 



o 

CH 3 



592 Ci~4>-CH 2 - 2 2 1 



H 



O 

- C H- N- OC H 3 

CH 3 



593 CK >"CH 2 - 2 2 1 



H 



— CH-N- C-^^- CH 2 OH 



CH 3 



594 C)-\ >-CH 2 - 2 2 1 



H 



-CH-N-C-^^-OH 



t 

CH 3 
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Table 1.5 6 



C N m o Pd ' £> (0H * 



k m n chiraiity R 3 



'(CH^CCH^G-R 6 
R 5 



606 Cl-4 >-CH 2 - 2 2 1 



H 



9 



CH 3 



607 Ci-4^CH 2 - 2 2 1 



608 CK\ >"CH 2 - 2 2 1 



609 CK /hCH 2 - 2 2 1 



610 ci-Hx^-CH 2 - 2 2 1 



611 chhQ-ch 2 - 2 2 1 



H 



H 



H 



9 



T H vs 

CH 3 
CH 3 H 3 C 
CH3 H3C 

9 



CH 3 o=C 



CH 3 



P C(CH 3 ) 3 

CH3 H3C 



612 CK\ >-CH 2 - 2 2 1 



613 CH\ >-ch 2 - 2 2 1 



614 Cl-4 /Vch,- 2 2 1 



H 



H 




-CH-N-C- xx . 
| H V° 
CH 3 K3C 

9 ^CH 3 
CH3 F 3 C 

CH 3 F 3 C 



615 Ch{> 



CHv- 2 2 1 



H 




CH 3 



616 Ch~\ >~CH 2 - 2 2 1 



CH 3 
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Table 1.5 7 



Compd. RV(CH 2 ) r k m n chirality "R 3 
No. Ft 



-(CH 2 )pX(CH 2 )q-G-R 6 



617 Ct-\ >-CH 2 - 2 2 1 



CH 3 



618 Ch-<>-CH 2 - 2 2 1 



619 ct-i >-CH 2 - 2 2 1 



620 cmQ- 



CH 2 - 2 2 1 



621 ctr( ycHr 2 2 1 



622 C 



CH 2 - 2 2 1 



623 Ct-A >-CH 2 - 2 2 1 



624 cm(>-ch 2 - 2 2 1 



625 ci-Qkch 2 - 2 2 1 



626 Ch-4>-CH 2 - 2 2 1 



627 CK )-CH 2 - 2 2 1 



H 



H 



H 



H 



-CH-N-C-^ ^ 
I H 
CH(CH 3 ) 2 



CN 



CH(CH 3 ) 2 



-CH-N-C-f\ 
| H \=/ 



CI 



I 

CH(CH 3 ) 2 

I H 
CH(CH 3 ) 2 



O , N < CH 3>2 



| H W 
CH(CH 3 ) 2 



OCH 3 



CH(CH 3 ) 2 



| H \=/ 
CH(CH 3 ) 2 



N0 2 



-CH-N-C 
t H 
CH(CH 3 ) 2 



NH 2 



CH(CH 3 )2 CF 3 

Q OCH 2 CH 3 

-CH-N-C-<\ 
I H >=/ 
CH(CH 3 ) 2 
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Table 1.5 8 



8 0 



Co N ^P d - p^>(CH 2 ) r k m n chirality R 3 



1CH 2 )p|-(CH 2 )^G-R 6 
R 5 



628 



629 ct-\ >~ch 2 - 2 2 1 



630 ci 



CH 2 - 2 2 1 



631 ct-<yCH 2 - 2 2 1 



632 ci-i >CH 2 - 2 2 1 



633 CM^-CH 2 - 2 2 



634 ch-4 >~CH 2 - 2 2 1 



635 c: 



CH 2 - 2 2 1 



636 Ch-i >-CH 2 - 2 2 1 



637 ci 



CH 2 - 2 2 1 



H 



H 



H 



H 



C0 2 CH 3 



-Chh 
I 

CH(CH 3 ) 2 . 

~CB- N-C^]j 
CH(CH 3 ) 2 



O A 



OCF 3 



-CH- 
I 

CH(CH 3 ) 2 

-CH-N-C-/ 
I H W 
CH(CH 3 ) 2 CF 3 

-CH-I^C-f> 
I H W 
CH(CH 3 } 2 CF 3 




CF 3 



-CH-N-C x , 
I H W 
CH(CH 3 ) 2 F 

O , CF 3 
-CH-N-CH^J-F 

CH(CH 3 ) 2 

0 H 9/CH(CH 3 ) 2 



CH 3 



CF 3 



-CH-N-C 

| H W 

CH(CH 3 ) 2 ■ 



-CH-N-C 
I H 
CH(CH 3 ) 2 



I H W/ 



I 

CH(CH 3 ) 2 



638 C 



CH 2 - 2 2 1 



H 



■CH- 
I 

CH(CH 3 ) 2 



CN 



WO 00/69432 



PCT/JP00/03203 



8 1 



Table 1.5 9 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. Fr 



-(CH 2 )i(CH 2 )q-G-R 6 
R . 



639 CH-Q-OV 2 2 



H 



O 



I 

CH(CH 3 ) 2 



640 CH4>CH 2 - 2 2 1 



641 Ch\ >CH 2 - 2 2 1 



H 



^"C3~ ocH3 

CH(CH 3 ) 2 ' 
O 

CH(CH 3 ) 2 



642 Ch-Q^CH 2 - 2 2 1 



H 



o o _^ 



t 

CH(CH 3 ) 2 



643 Ci 



644 CI 



CIV- 2 2 1 



CH 2 - 2 2 1 



H 



H 



-CH-N-C-hQ^CF 3 



I 

CH(CH 3 ) 2 
O 



CH-N-C-Q^-C(eH 3 ) 3 
CH(CH 3 ) 2 



645 Ch-^~)-CH 2 - 2 2 1 



H 



CH(CH 3 ) 2 



646 c 



CH 2 - 2 2 1 



H 



— CH-N- C-H^^H CH 2 OH 



I 

CH(CH 3 ) 2 



647 ch< Vch 2 - 2 2 1 



H 



u u 

-CH-N-C-^^-C-CH 3 



I 

CH(CH 3 ) 2 



648 Ch\>-CH 2 -- 2 2 1 



H 



O 

— CH- N- C-^^- CH(CH 3 ) 2 



I 

CH(CH 3 ) 2 



649 C 



CH 2 - 2 2 1 



H 



— (jJH- N- C-^^- OCH(CH 3 ) 2 



CH(CH 3 ) 2 
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Table 1.60 



Co N ^ pd ' p^>(CH 2 ) r k m n chirality R 3 



-(CH 2 fct( 



"(CH 2 ) F f 7 (CH 2 )5-G-R 6 
R 5 



650 Ch-\>-CH 2 - 2 2 1 



651 C^h(>-ch 2 - 2 2 1 



652 cK\ >CH 2 - 2 2 1 



H 



H 



H 



CH(CH 3 } 5 



CH(CH2)2 

9 



,CHCHj 



CH(CH 3 ) 2 



653 Ch^^-cH 2 - 2 2 1 



P 



654 Ch-\ >-ch 2 - .22 1 



655 Ch^^-CH 2 - 2 2 1 



H 



H 



^H-N-C-i^jKO(CH 2 ) 4 CH 3 
CH(CH 3 ) 2 . 

CH(CH 3 ) 2 
CH(CH3) 2 



656 Ci-\ >-CH 2 - 2 2 1 



CH(CH 3 ) 2 



657 Ch-\JKCH 2 - 2 2 1 



H 



CH(CH 3 ) 2 



658 Ch< >-CH 2 -. 2 2 1 



H 



9 




CH (CH 3 ) 2 



659 cmQkch 2 - 2 2 1 



H 



CH(CH 3 ) 2 . 2 



660 Ci-hQhch 2 - 2 2 1 



H 



-(jIH-N-C- 
CH(CH 3 ) 2 
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Table 1.61 



Compd. R V(CH 2 ) r 
No. FT 1 



k m n chirality R 3 ~(CH 2 )r?-(CH2k*G-R 6 



661 ci-\>-ch 2 - 2 2 



662 ci 



663 Ci 



CH 2 - 2 2 



CH 2 - 2 2 



664 Ch-^~}-CH 2 - 2 2 



665 CY-\ ycn 2 - 2,2 



666 



ChH^^CH 2 - 2 2 



667 c 



CH 2 - 2 2 



668 Ch-< >-CH 2 - 2 2 



669 C!-<(^)--CH 2 - 2 2 



670 Ci 



CH 2 - 2 2 



671 Ci-nTT-CH,- 2 2 



H 



H 



H 



H 



H 



H 



H 



CH(CH 3 ) 2 OCH 3 

-CH-f^C-Hf 9 
T H 



CH{CH 3 ) 2 



CH(CH 3 ) 2 



-CH-N-C-< 1 



CH(CH 3 ) 2 



NQ 2 



a_cH 3 



T H 
CH(CH 3 )2 



CH(CH 3 ) 2 




CH(CH 3 ) 2 



-<j:H-j^O--^jl 
CH(CH 3 ) 2 CH 3 



I H 



CH{CH 3 ) 2 ■ 



CH(CH 3 ) 2 



N0 2 
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Table 1.62 



C No Pd n^< CH *>r 



k m n chiraiity R 3 



~(CH 2 )A(CH 2 )^G-R 6 
R 5 



672 cM Q- 



CH 2 - 2 2 1 



673 ci-\ yCH 2 - 2 2 1 



674 ct\J- ch 2 - 2 2 1 



675 Ch-\ >-CH 2 - 2 2 1 



676 Cf-\ >-CH 2 - 2 2.1 



677 Ch-< >-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



CH(CH 3 ) 2 H 

C(CH 3 ) 2 

CH(CH 3 ) 2 



CH 3 



C(CH 3 ) 2 

CH(CH 3 ) 2 H 
CH(CH 3 ) 2 



678 Ch-\ >-CH 2 - 2 2 1 



679 o-\ yCH 2 - 2 2 1 



680 Ch-< >-CH 2 - 2 2 1 



681 Ci-< >-CH 2 - 2 2 1 



682 Ci-yj-CH 2 - 2 2 1 



H 



H 



I H 
CH(CH 3 ) 2 

CH{CH 3 ) 2 

CH(CH 3 ) 2 

P W* 3 
CH(CHj) 2 3 

CH(CH 3 ) 2 C(CH3>3 
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Table 1.63 



CO No d ' R^ (CH2) r" k m n chiralit v 



-(C^^CCH^G-R 6 



683 ct-\ >-CH 2 - 2 2 1 



684 Cf-^^- 



CH,- 2 2 1 



685 cK >-ch 2 - 2 2 1 



686 Cl-i >-CH,- 2 2 1 



687 Ci-4 y-CtV- 2 2 1 



688 CH-4>-CH 2 - 2 2 1 



689 Ch^ >-CH 2 - 2 2 1 



H 



9 



CH(CH 3 ) 2 SCH3 

L ( c H H 3 ) 2 

CH(CH 3 ) 2 q 

I H \=/ 



CH 2 CH(CH 3 ) 2 

'-o 



p 

-CH-N-C 



•CH- 



0 w 



p /■ 

-CH-N-C-f> 



CF 3 
CN 



690 CH-4 >-CH 2 - 2 2 1 



691 CH-Qhch 2 - 2 2 1 



692 CK >-CH 2 - 2 2 1 



693 ci-4 >-CH r 2 2 1 



H 



H 



H 



H 



-CH-N-C-<^ 



0 N(CH 3 ) 2 



-CH-N-C 



&-0 



OCH 3 



0 ^3 

-CH-N-C- 
F 3 C 



cH0 
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Table 1.64 

















Compd. 
No. 


R z 


>(CH 2 )- 


k 


m n chirality 


R 3 


(CH 2 fcf-(CH 2 )5-G R 6 
R 5 














Q OCH2CH3 


694 


Cl- 


-0" CH? " 


2 


2 1 


H 




695 


Cl- 


hQ-CH 2 - 


2 


2 1 


H 


u 


696 


o 


-Q-CH 2 - 


2 


2 1 


H 


0 

-CH-N-CHf\ 


697 


o 




2 


2 1 


H 




698 


CH 


~Q-CH 2 - 


2 


2 1 


H 


0 • 

. -ChhJC-HQ^N£CH 3 ) 2 


699 






2 


2 1 


H 


0 


700 


ct- 


-Q-CH 2 - 


2 


2 1 


H 


- CH- ^C-/~~V C0 2 CH 3 


701 


o 


hQ-CH 2 - 


2 


2 1 


H 


0 p 

- c h- n- cnf^V c- CH 3 


702 . 


O 


^Q^CH 2 - 


2 


2 1 


H 




703 


Cl- 


-Q-CH 2 - 


2 


2 1 


H 




704 


O 


"0-CH 2 - 


2 


2 1 


H 


-CH-^C-fVNOz 
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Table 1.69 



Compd. R V(CH 2 ) r 
No. FT 1 



k m n chirality "R 3 



"(CH 2 )J-( 



-d6 



R 5 



749 a-4 >-CH 2 - 2 2 



750 ct-i }-ch 2 - 2 2 



751 Ci-i )-CH 2 - 2 2 



752 CmQ- 



CH,- 2 2 



753 Ci-< >-CH 2 - 2 2 



754 cK>-CH 2 - 2 2 



755 CK >-ch 2 - 2 2 



756 ci-<>-ch 2 - 2 2 



757 cmQ- 



CH 2 - 2 2 



758 ct-{ }-CH 2 - 2 2 



759 ct-( )-CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 




CH 2 OH CF 3 

CH 2 OH 

CH 2 OH 



CH 2 OH 



-(fH-N-C-nQ 
CH 2 OH 



NQ 2 



OCH 2 CH 3 



- ( f H -^ c O 

CH 2 OH 



O .C0 2 CH 3 



CH 2 0H 
CH 2 OH 
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Table 1.70 



9 2 



Compd. Rl >-(CH 2 ) r 
No. ' 



k m n chirality R 3 



~(CH 2 )p?-( 



-(CHa^CH^G-R 6 
R 5 



760 c 



CH 2 - 2 2 1 



761 ct-^y 



762 C 



CH,- 2 2 1 



CH,- 2 2 1 



763 a-<(>-CH 2 - 2 2 1 



H 



-fH-JJ-C-Q 
CH 2 OH F 



-<j:H~jvJ-C~^J^F 
CH 2 OH 

CH 2 OH 



CH 2 OH 



764 a 



ch 2 - . 2 2 1 



H 



CH 3 ff 

-C-jfO 

CH 3 



765 cK\ >ch 2 - 2 2 1 



766 ci 



CH 2 - 2 2 1 



H 



CH 3 



.CH, 



CH 3 (j) 

r{r c 

CH 3 



.CF, 



767 c: 



768 Ci 



769 Ci 



770 C 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



CH 3 



rCH 3 



Br 



CH 3 



r!t c -0 

CH 3 



,OCF 3 



-?-it cH Q 

CH 3 V 
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Table 1.72 



Compd. R V (CH w_ 
No. Pr ' 



k m n chirality R 3 



"(CHs^fCH^G-R 6 
R 5 



782 Ch-\ >-ch 2 - 2 2 1 



783 ci-4>-CH 2 - 2 2 1 



784 ct-i hcH 2 - 2 2 1 



785 CmQkch 2 - 2 2 1 



786 CH\ >-CH 2 - 2 2. 1 



787 Ch-4>-CH2- 2 2 1 



788 0\-i >-CH 2 - 2 2 1 



789 C{ -{^ CH 2- 2 2 1 



790 J^CH 2 - 2 2 1 



791 cK\ /h CH 2" 2 2 1 



792 ch^>-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



Tlt c <J 

CH 3 



CH 3 



PCH 3 
f OCH 2 CH 3 



CH 3 

CH 3 oCH 3 
H 2 C— CH 2 

H 2 C CH 2 
H 2 C CH 2 



H2O— Oi 2 



CH 3 



£1 



H 2 C CH 2 
H 2 C~~ CH 2 
H 2 C— CH 2 
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Table 1.73 



Compd. RV(CH 2 )- k m n chirality R 3 -(^^(CH^G-R 6 
No. R R 

_ __ 

793 C-{[)-CH 2 - 2 2 1 - H 7^ff\°-0" F 



801 ct-< Vch 2 - 2 2 1 



802 Ci-0-CH 2 - 2 2 1 - H 



M CF3 




794 Cl-{~)-CH 2 - 2 2 1 - H 7^-^ C "V^ 

H 2 C— CH 2 F 

i? — 

795 chhQ^ch 2 - 2 2 1 - H 7^-^^-0~ CF3 

HjC CH 2 



_ SCH3 

H2C CH2 



796 CmQ-ch 2 - 2 2 1 - H -/ST^-^X 

2 

797 O-O-CH, 2 2 1.- H "A-R-U 

CH2 

798 OhQ-CH 2 - 2 2 1 - H ~/V^~^Q 




? £ 



H2C— CH 2 



799 O-Q-CHr 2 2 1 - .H TV^-ch 

H 2 C— CH 2 . 3 




800 CH^-CH 2 - 2 2 1 H 

H2C CH2 



H 2 C— CH 2 H 



H 2 C— CH 2 



803 CI-hQ-Ch 2 - 2 2 1 - H -/Xh°\J 



( OCH 2 CH 3 
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Table 1.7 4 



Compd. R S-(CH 2 ) r 
No. FT 1 



k m n chirality R 3 



"(CHjAjCH^G-R 6 
R 5 



804 Ct-<\ >-CHr 2 2 1 



805 a-i }~CHr 2 2 1 



806 ci-(.>-ch 2 - 2 2 1 



807 . CK )-CH 2 - 2 2 1 



808 cK >-CH 2 - 2 2 1 



809 Ci-( >-CH 2 - 2 2 1 



810 a-< )-ch 2 - 2 2 1 



811 Ch-< >-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



PF 3 



,OCH 3 



H2C CH2 OCH3 



H2C CH2 

O H 
O 



Br 



9 

I H 
(CH 2 ) r C-NH 2 
O 

P 



,CH 3 



-CH-N-< 
I H 

O 

O 
It 

T H - >^ 

(CH2)r^NH 2 
O 




t h v^r - 

(CH 2 ) r C-NH 2 
O 



812 CK >CH 2 - 2 2 1 



813 CK /Vch 2 - 2 2 1 



814 CH< >-CH 2 - 2 2 1 



H 



H 



sch 3 



(CH 2)2-5-^2 
O 

(CH 2 ) 2 -9-NH 2 
O 



o 



PCF 3 
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Table 1.75 



Cornpd. r V (C h 2) k m n chjra|jt 
Nq. . Fr 



R 3 



~(CH 2 )X( 



-(CH 2 )p-i-(CH 2 )5-G-R e 
R 5 



815 o\j-CHi- 2 2 



81 



6 O-Q-CHf 2 2 



817 Ct-6j>-CH 2 - 2 2 



818 ci-hQ-ch 2 - 2 2 



819 0-4 >-CH 2 - 2 2 



820 chh(>-ch 2 - 2 2 



821 ci-^}-ch 2 - 2 2 



822 C(-h( }-CH 2 - 2 2 



823 Ch-<^-CH 2 - 2 2 



824 cK )-CH 2 - 2 2 



825 CK >"CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



9 M CF3 

(CHj)j-C-NHj e 

o 

9 , CF > 



(Oyj-C-NHj 

o 



,CFj 



(CHjJj-C-NHj 
O 

(CH 2 )rC-NHz 

o 

9 < CF ' 

-CH-^C- 
I H 
(O^rC-N^ CF 3 

o 



(CH 2 ) 2 -£-NH 2 



NO, 



CH 2 OCH 3 

CH 2 OCH 3 

0 H 

CH 2 OCH 3 




-CH-fshC- 

I H ~ ^C(CH 3 ) 3 
CH 2 OCH 3 



CH 2 OCH 3 



XH 3 HQ 
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Table 1.76 



c °mP d - R ^>(CH 2 )- k m n chirality R 3 

•NO. r\ 



-{CH 2 )i(CH 2 )5-6-R 6 
R 



826 C 



CH 2 - 2 2 



827 Ch-<>-CH 2 - 2 2 



828 ct-4 >-ch 2 - 2 2 



829 a-\ >-ch 2 - 2 2 



830 Cr-< >-ch 2 - 2 2 



831 Cr-\V-CH 2 - 2 2 



832 . CK )-CH 2 - 2 2 



833 ci-\ >-ch 2 - 2 2 



834 Ch-4 )-ch 2 - 2 2 



835 ci-4 )-CH 2 - 2 2 



836 ci-\ )-ch 2 - 2 2 



H 



H 



H 



H 



9 & 




CH 2 OCH 3 
? 



CH 3 



-CH-N-C- 



/T"NH 



CH 2 OCH 3 L # 



PCF 3 



CH 2 OCH 3 

^ CF> 

-fH-N-O-Q 
CH 2 OCH 3 r F 



CH 2 OCH 3 



,CF 3 



Br 



CH 2 OCH 3 
CH 2 OCH 3 



N0 2 



CH 2 OCH 3 



CH 2 OCH 3 



CH 2 OCH 3 



CH 2 OCH 3 



.CH 3 
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Table 1.77 



Compd. >(ch> k m n chirality 
No. Fr 



R 3 



-(CH 2 )p^-(CH 2 )q-G-R 6 
R 5 



837 ci-£J-ch 2 - 2 2 



838 Ct-< >-CH 2 - 2 2 



839 ci-A >-ch 2 - 2 2 



840 ci-h(^-ch 2 - 2 2 

841 . a-H^-CH.,- 2 2 



842 Ch-( >-ch 2 - 2 2 



843 ct-( >-CH 2 - 2 2 



844 ci-< >-CH 2 - 2 2 



CH 2 - 2 2 



845. ChH(> 



846 Ct-i >"CH 2 - 2 2 



847 Ci-( >-CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



9 



-CH-N- 
T H W 
CH 2 OCH 3 



CH2OCH3 



,OCH 2 CH 3 



9 



,OCH 3 



-cj;h-n-c-^^- oc h 3 

CH 2 OCH 3 OCH3 



-(CH 2 ) ; 



-(CH 2 ) 2 -C 



-<CH 2 ) 2 -C-< VCI 



H 3 C 



-(CH 2 ) 2 -C-f VCH 3 



u i o 



-(CH 2 ) 2 



-(CH 2 ) 2 -C-^VO-\ 



CH, 



O / 
2 -C^- 



(CH 2 ) 2 -C-^ VOCH3 
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Table 1.78 



Compd. R V(CH 2 ) r k m n chirality R 3 -(CH 2 )^(CH 2 )5-G-R 6 
No. Pr R 5 



848 CK >-CH 2 - 2 2 1 



849 Ct-\h c "2~ 2 2 1 



850 ci-i >-ch 2 - 2 2 1 



851 c*Hv >-CH 2 - 2 2 1 



H 



H 



H 



-(CH 2 ) 2 -C-^^-CH 3 
H 3 C 



,OCH 3 



-(CH 2 ) 2 -C-/ 
H 3 CO 

O 

-s- 
b 



O 



852 ci-^>-CH 2 - 2 2 1 



853 cm(>-ch 2 - 2 2 1 



854 Ch-i VcH r 2 2 1 



H -CH 2 -N-0 

H H ^ 



H 



855 cK>ch 2 - 2 2 1 



856 Ch-(^-CH 2 - 2 2 1 



857 Cl-0~CH 2 - 2 2 1 



H 



H 



-CH 2 -N-C- 
H H 



-CH 



CH 3 



O 



C'CH 3 



OCH 3 



858 ci-ii- 0 ^ 2 2 1 



H -OU-N-C- 
H H 



OCH 3 
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Table 1.79 



q1 

Compd. "_V(CH,1^ k m n chirality 



-(CH 2 Jf-( 



,-P 6 



-(CHaJgrMCHaJg-G-R 
R 5 



859 ci-O-CHa- 2 2.1 



H 



-CH 2 - 



860 Ci 



h-^jKCH 2 - 2 2 1 



861 Ci-( )-CH 2 - 2 2 1 



-CH,-N-C- 

H H \=/ 



862 Ct-C >-CH 2 - 2 2 1 



H 



-CH 2 -N-C-N-Q-CH 3 



863 . CI-< >-CH 2 - 2 2 1 



H 



OCH 3 



864 a-\ >-CH 2 - 2 2 1 



H 



- CH 2 - N-C- N-t >- OCH 3 
H H — ' 



865 CmQ-ch 2 - 2 2 1 



-CH 2 -^S-/~~VcH 3 



866 Ch-( >-ch 2 - 2 2 1 



867 o-£)-ch 2 - 2 2 1 

868 C»-^-CH 2 - 2 2 1 



869 CK >-CH 2 - 2 2 1 



H 



H 



H 



H 



-CH 2 -N- 

H o 



9 r< Fz 

H - \=( 



CF 3 

-CH 2 -^-S-^~CH 2 CH 3 



O 

-s- 

0 

p 
-s- 

0 



-ch 2 -n-s^Qhch(ch 3 ) 2 
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Table 1.82 



Compd. R ^- (C H 2 ) r k m n chirality R 3 -(CH 2 ^(CH 2 > q -G-R e 
No. R 

H 3 CO 

892 Q-CH 2 - 2 2 1 H -CH 2 -N-C- 



896 



897 



894 H3C-4 ^-CH 2 - 2 2 1 

CH 3 



898 H0 2 C-4 >-CH 2 - 2 2 1 



900 h 3 co 2 ch( >-ch 2 - 2 2 1 



0 2 N 0 y CF 3 

2" 



893 rVcH,- 2 2 1 - H _ CH; 



0 r-<" 



-CH 2 -N-C 



-0- 

895 ^J-(CH 2 ) 2 - 2 2 1 H -CH 2 -N-C-(3 

CN O CF 3 

H0 2 C O / CP: » 

^CH 2 - 2 2 1 - H -CH 2 -M-C-^ 



0 

-CH 2 - 



OCH 3 O ,CF 3 

899 c^- 221 H - ch ^k3 



9 



CF 3 



901 —V 2 2 1 H -cH 2 -N-c-rS 

0 2 N . CF 

902 0" CH '- 2 2 1 H _ CH2 _^_£^ 3 
0 2 N 
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Table 1.83 



Co ™P d - *!>(CH 2 ) r k m n chirality R 3 -^^^(CH^G-R 6 
No. r5 



903 



906 



H 3 CO CF3 



OCK. 



3 



^>-CH(CH 2 ) 2 -- 



^ 2 H W 



HQ O / CF : 



904 O ch - 2 2 1 • H "^-^ c -w 



905 ° 2 V>ch 2 - 2 2 1 - H _ C H 2 -^?-M 



CF 3 
H \W 

CF, 



)^(CH 2 ) 3 - 2 2 1 H _ C H 2 -^?-^ 

907 -Y 2 2 .1 - H _ch 2 -i*c 



H N= 



90s O f ^ f 2 2i - h -ov r a<5 

o / CF3 

909 O-tf^O- 0 *" 2 2 1 - H -CH 2 -N-C-Q 



ci. o , CF ^ 

2~ 



910 C( _i=>_cH 2 - 2 2 1- h -CHrfi-t/^ 



ci o > CF3 

911 t>^" 2 2 1- 



o y 

-CH 2 -N-CH0 



912 0"CH 2 - 2 2 1 - H -CH 2 -N-C- w 
Br 

- O , CF i 

913 H 3 CC~(~}-CH 2 - 2 2 1 H _ CH2 „^^_^ 
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Table 1.8 4 



Cojnpd. p^CHfr 



k m n chirality R 3 ~(CH 2 )^-(CH 2 'frG-R 



914 O-^-O-™' - 2 2 1 



H 



cf. 



915 



OH 



Q-CHCH 2 - 



2 2 1 



H 



O / 



CF 3 



-CH 2 -N-C 

H \=/ 



916 N. )~CH 2 - 2 2 1 



H 



-CH 2 -^C- W 



917 



919 



CH 2 - 2 2 1 



918 h 3 co,c-ch,-£}-qv 2 2 1 



H 3 C-Q- 



ch 2 - 2 2 1 



H 



H 



O / CF 3 



-CH- 



-CH 2 - 



o / 



' CH2 -^ c -w. 



0CF 3 

^ CH2 . 2 2 1 



H 



CF 3 




921 \_/~v C h 2 - 2 2 1 



H 



-CH 2 -N-C 



P F 3 



922 [>-CH 2 - 2 2 1 



H 



-CH 2 - 



O , CF ' 



923 



924 



2 2 1 



CK ->CH- 



"■•"L 2 2 



H 



-CH 2 -N-C 



P F 3 



P F 3 
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Table 1.8 5 



C °K? 1pd * "i>~( CH 2>r k m n chirality R 3 -(CH 2 )g|- 
No. R ^ 



(CH 2 )p-h-(CH 2 )5-G-R 
R 5 



925 HgN-o-TVcHf 2 2 



930 



932 



933 



935 



926 0 -CHl -O~ tHj " 2 2 



f 3 CQ 

927 (>CH 2 - 2 2 



928 F 3 CO-( >-CH 2 - 2 2 



929 H3CS-Q~ch 2 - 2 2 



.CH 3 



CH 2 - 



N0 2 

ch O" CH2 ~ 




CH 2 - 



2 2 



931 "b-c*- 2 2 



2 2 



^-St 22 



934 £}-CH r 2 2 



2 2 



H 



H 



H 



H 



H 



H 



H 



1? 



P F 3 



-CHj-N-C- 



P F 3 



.CF 3 



P 



_ CHr -N-CH(J 



-CHj-N-C-f 



P F 3 



WO 00/69432 PCT/JP00/O3203 



1 0 8 



Table 1.8 6 



°To d ' r^ (CH *" k m n chirality R 3 



"(CH 2 )pt-(CH 2 )q-G-R b 
R 5 



936 



NO, 



2 2 1 



937 (h 3 C) 2 n-(~)-ch 2 - 2 2 1 




938 C hO-CH 2 - 2 2 1 



0 2 N 

939 ^.^ == V^ U _ 2 2 1 



C(-h£^-CH 2 - 



- CH ^- W 



-CHy-N-O 



CF 3 



9 ^ Cf3 



940 



.OH 



CH 2 - 



2 2 1 



-CH.-N-C w 



CI ~t)~ CH!r 



941 „. >=\ 2 2 1 



942 0-( >-CH 2 - 2 2 1 



943 Ch-< ]^ch 2 - 14 0 



-CH-N-C-^~ 
I H 
CH(CH 3 ) 2 CF 3 

-CH 2 -N-C-h(3 



944 Ch-( >-CH 2 - 1 4 0 



,CH 3 



H N=/ 



945 Cl-Q>-CH 2 - 14 0 



9 ' NO = 



-CHrH-C- w 



946 ci-{ >-CH 2 - 1 4 0 



-(CH 2 ) 2 -N-C-^^-N0 2 



WO 00/69432 PCT/JP00/03203 



1 0 9 



Table 1.87 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. 9r 



~(CH 2 )X( 



-(CH^CCH^G-R 6 
R 



947' CK >-CH 2 - 1 4 0 



H 



-(CH 2 ) 2 -M-C-H^J-OCH 



948 Ct-^-CHj- 1 4 0 



-(CH 2 ) 3 - 



949 ct-\ >-CH 2 - 1 4 0 



H 



I? 



-<CH 2 )3-C-N-CH 2 h^J> 



950 Ct-i >-CH 2 - 0 4 1 



_ CH2 -n-chQ 



951 . . ct-<>- CH 2- 12 0 R 



H 



-CHj-N- 



s? 



9 

0-.C-CH3 



952 Ch-<>CH 2 - 12 0 R 



953 chT )-ch 2 - 12 0 R 



-(CHzJz-t^- 



N(CH 3 ) 2 



954 a-i>-CH 2 - 12 0 R 



955 CI-4>-ch 2 - 12 0 R 



H 3 C-NH 

-(CH 2 )^N-C-^ 
H 3 C-NH 



956 cK)-CH 2 - 1 2 0 R 



H 



-(CH 2 ) 2 - N-C- 



HO 



957 ci-0-ch 2 - 12 0 R 
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PCT/JPOO/03203 



1 1 0 



Table 1.8 8 



C °N m o Pd ' R> (CH ^r * 



m n chirality R 3 ~(CH 2 )i(CH 2 b-G-R 6 

. R 5 



958 Ch-<\ >-CH 



959 Ch-^jH 



ch 2 - 



960 cr-^~^~CH 2 



961 Ch^> 

962 Q'-0~ 



963 cM Q_ 



CH 2 



964 Ch-\ >-ch 2 



965 Ch^~^-CH 2 



966 Ch-i }-CH 2 - 



967 ci-\>-ch 2 - 



968 ci-^^-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



9 



H 



H 



H 



H 



H 



H 



H 



PH 



-(CH^N-C-^J 



O 

-(CH 2 ]2-N-C- 



N-C-CH 3 
H 3 



-CH^C-£^N-CH 3 



-<CH 2 )2-N- 



N-CH 3 
H 



P 



-(CH 2 )2- N- 0-^^- O H 



C0 2 CH 3 



-(CH 2 )2- J4-C-^^- 00 2 CH 3 
-(CH 2 )2-[vJ-C-^J^C-CH 3 



WO 00/69432 
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1 1 1 



Table 1.8 9 



C °N m o Pd ' R> (CH2) r 



k m n chirality R 3 



-(CH a )J-i 



-06 



p-MCH^G-R 
R 5 



969 Ch-O-CHj- 12 0 R 



H 



? 



-(CHjJrN-C-^yNH 



970 cMf>-CH 2 - 12 0 R 



971 Cf-\ )-CH 2 - 12 0 R 



972 Ci-Q-CH 2 - 1 2 0 R 



H 



9 



-(CH 2 ) 2 ~r^ 



rk5 

-CHj-N-C-^J 



N(CH 3 ) Z 



N(CH 3 ) 2 



NH, 



973. ct-l )-CH 2 - 12 0 R 



H 



-(CH 2 )2-N-C- 



NH 2 



974 cK >"CH 2 - 12 0 R 



— CHz-N-C-^^- NH 2 



975 ct-\)-CH 2 - 12 0 R 



976 Ch-< )-CH 2 - 12 0 R 



977 ci 



>-0" CHr 



1 2 0 R 



978 Ch-( )-CH 2 - 12 0 R 



-(CH 2 ) 2 -r^C--Q^NH 2 



NH 



? 



-(CH 2 )a-N-C-Q> 



-CHr-N-C-^J- 



N 

NH 



979 Cf-i>-CH 2 - 12 0 R 



-(CH 2 )r-N-C-^-NH 



WO 00/69432 



PCT/JPOO/03203 



1 1 2 



Table 1.90 



C N7 d " R> (CH2) r 



k m n chirality R 3 



-(CHaJpfrtCHaJg-G-R 6 
R 



980 ChH C~)"~ 



ch*- 12 0 R 



981 ci-\>-CH 2 - 12 0 R 



O JN-C-CH 3 

9 



-(CH 2 )r-N-CH^ 



HN-C-CH 3 



982 CK >CH 2 - 12 0 R 



-CHg-N-O 

(H 3 C) 2 N 



983 cm( >-ch 2 - 12 0 R 



-(CHdf-N-O 



984 .Ch-4 >-CH 2 - 12 0 R 



H 



-CH2-W-C-^^-CH 2 OH 



986 



987 



985 ci--4>-ch 2 - 12 0 R 



Q-CH-CH 2 - 



2 0 R 



2 2 1 



H 



-(CH 2 )2-N-0-^^H-CH 2 OH 



-CH 2 -^C- w 



P 



PF3 



988 ci-^~^-ch 2 - 1 4 0 



g / 



PF 3 

H VJ 



989 C(-\ >-ch 2 - 1 4 0 



-CH 2 -£-C-OCH 2 -^ 



990 ci-^j>-ch 2 - 1 4 0 



- ch *-[t ch O 
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1 1 3 



Table 1.91 



Compd. R S-(CH 
No. FT 



2 )r~ k m n chirality. R 3 



-(C^^CHs^G-R 6 
R 5 



991 cK VcHj- 1 4 0 



H _ (C h 2 ) 2 -ChQ) 



992 ct-0" CH 2- 1 4 0 



9 



och 3 



-(CH 2 )2-C-^ >-OCH 3 



993 ct-i/-CH 2 - 1 4 0 



-(CH 2 )2-C-^J 
H 3 C 



CH 3 



994 Cl-\)-CH 2 - 1 4 0 



H 



-(CH 2 )3-C-^_J> 



995 ci-0- CH 2- 1 4 0 



? /=\ 

-(CH 2 )3-C-^_J>-OCH3 



996 Ci-0-CH 2 - 1 4 0 



997 Cf-(3- CH 2- 2 2 1 

998 Cl-^~}-CH 2 - 2 2 1 



999 ci-^^-ch*- 



2 2 1 



1000 ci-hQhch 2 - 2 2 1 



1001 ci-C/- CH * _ 2 2 1 



H 



H 



H 



H 



H 



-(jlH-N- 

CH 2 CH(CH3) 2 



CH 2 CH(Ct-b)2 



.0=3 



,CH 3 



CH 2 CH(CH3) 2 
CH 2 CKCH 3 ) 2 



CH 2 CH(CHj) 2 



PCH 2 CH 3 



WO 00/69432 
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Table 1.92 



1 1 4 



Compd. R V (CH2) k m n chjfa|it ^ 3 
No. 



~(CH 2 )pf~(CH 2 )5-G-R 6 
R 5 



1002 Ch\>-CH 2 - 2 2 1 



1003 Ch-4)-CH 2 - 2 2 1 



1004 o-4>-CH 2 - 2 2 1 



1005 cK\ >-CH 2 - 2 2 1 



1006 Ci-i >-CH z - 2 2 1 



1007 ci-( >-CH 2 - 2 2 1 



1008 Ch-( /Vch 2 - 2 2 1 



1009 Ch-< >-ch 2 - 2 2 1 



1010 CK >-CH 2 - 2 2 1 



1011 Qr\ >-CH 2 - 2 2 1 



1012 CK >-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



ff/=( 0CF3 
-f^c-Q 

aH 2 CKCH 3 )2 . 



— cj;b-n-c 

CH 2 CH(CHj) 2 



O , C 



p-ljCBj 



OCH 3 



CH 2 C H(C H 3 ) 2 OCH 3 

O / 0CH 3 

CH 2 CH(CHj) 2 OCH3 
Cj) PCHsCHa 
y H- W-C-^^~OCH 2 CH3 
CH 2 CH(CH3) 2 

O PC^CH 3 
j;H-j^C-^^-OCH 2 CH 3 



CH 2 CKCH 3 ) 2 OCh^CHs 



(CH 2 ) 2 -£-NH 2 

o 



o ■ cc ^ 



— CH-N- 

I H 

(CH 2 )2-9-NH 2 

O 

O PCHjCH, 

(CH2)2HJ-NH 2 
O 

{? «< CK2CH3 

o 
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Table 1.9 3 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. 



iCH 2 )i(CH 2 )5-G-R 6 
R 5 



1013 CK >ch 2 - 2 2 1 



1014 CM^-CH 2 - 2 2 1 



1015 Cl-Q- 



CH 2 - 2 2 1 



1016 Ci-^}^ CH2 " 2 2 0 



1017 C\-\ Yoh 2 - .220 



1018 ClHQ-CH 2 - 2 2 1 



1019 CK >-CH 2 - 2 2 1 



1020' CmQkch 2 - 2 2 1 
1021 CI-Qhch 2 - 2 2 1 



1022 CK >-CH a - 2 2 1 



1023 CK >CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



H 



OOi, 



O 

O OC^CH, 
-<j;H-pj-C-Q^OCH 2 CH 
(CH2)r<J-.NH2 

o 

o P c 



O ^OCH 2 CH 3 

OCH2CH3 



O 



-CH 2 -N-C-^5~ 



pCHjCH, 



OCH 2 CH 3 
OCH 2 CH 3 



-CH 2 -N-C-< ^-OCH 2 CH 3 
OCH 2 CH 3 



9j-T'"" 

-CH 2 - N- C-^J^-OC H 3 



OCH 2 CH 3 



OCH 2 CF 3 



F 3 CCH,0 

r, P CH 3 

CH 3 OCH 3 
(S) ^ CH 2 CH 3 

-f"H CH 0 

CH 3 
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Table 1.94 



C 7o Pd ' R^'T 



1024 Ch-<Q^CH 2 - 2 2 



1025 ci 



1026 CJ 



1027 c 



1 028 c 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



CH 2 - 2 2 1 



1029 Cf-^^-CH 2 - 2 2 1 

1030 ChHQ>-CH 2 - 2 2 1 



1031 ci 



CH 2 - 2 2 1 



1032 Ch-^^-CH 2 - 2 2 1 



1033 ci 



CH 2 - 2 2 1 



1034 Ch-<Q>-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



k m n chirality *R 3 ~( C H 2 )^-(CH 2 ^G-R 6 



(5) 9 - 0CH > 



:-0-OCH 3 
CH 3 OCH 3 

(5) p OCH 2 CH 3 

- H- N- C^^J- OC H 2 C H 3 
CH 3 

(S) p ,OCH 2 CH 3 

-^h-^-c-Qh-och 2 ch 3 

CH 3 OCH 2 CH 3 
. (S)' p / OCH 2 CH 3 
-^H-J^ChQ^ 0 ^ 
CH 3 

Q QCH 2 CF 3 



(S) 
-^H-N-O 



CH 3 OCH2CF 3 
(S) PCHjCHj 

CH 3 



-fH-N-C-Q 
CH 3 



PCF 3 



PC H a 



CH 3 



PCH 3 



i H 
CH 3 OCH3 

(R) p / CH 2 CH 3 
-CH-W-C-hQ> 



CH 3 



DCH 3 



lR) ff _^C 

~CH-NM>-f V0CH3 
CH 3 OCH 3 
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Table 1.9 5 



Cornpd. R^ (C h 2) ._ k m n chjraljty R3 _ (CH2) i (CH2) __ G _ R 6 
No. R e 



1035 C 



CH 2 - 2 2 



1036 Cl-\>-CH 2 - 2 2 



1037 Ch-i >CH 2 - 2 2 



1038 ci-hQ-ch2- 2 2 



1039 Ci-< >-ch 2 - 2 2 



1040 C 



CH 2 - 2 2 



1041 ci-nQh-CH 2 - 2 2 

1042 Cl-Q>-CH 2 - 2 2 



1043 a-\)-CH z - 2 2 



1044 



1 045 Ci 



CH 2 - 2 2 



CH 2 - 2 2 



H 



H 



H 



H 



CH 3 



« v£ CHlCHs 

-CH-N-C-^ = ^-OCH 2 CH 3 
CH 3 

m ff OCH 2 CH 3 
-CH-N-C-^3^0CH 2 CH 3 
OCH 2 CH 3 

-CH-N-C- 
CH 3 

_ OCH 2 CF 3 

I H \=< 

CH 3 OCH 2 CF 3 

W ? ,OCH 2 CH3 

.^H-N-C-Q 

CH 3 



-n^M-c^/V0CH 3 



<*) 9 

-CH-M-C- 



OCF 3 



CH 3 



n P CH 3 

CH 3 



9 

-CH 2 -N-0 



H 2 N 



CI 



-CH 2 -N-C- 



?-0 



H 2 N 



~ CH *-|t C ~>=) 



PH 3 



H 2 N 



9 ( 0CH3 
-C H2 -N-C^0 

H 2 N 



WO 00/69432 
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Table 1.9 6 



C °NT d ' R^ (CH2) r k m n chirality "ff 



-(CH 2 )^(CH 2 ^G-R 
R 



;-p6 



1 046 Ch^C^- 



CH 2 - 2 2 1 



1047 CK /Vch 2 - 2 2 1 



1048 cK>-CH 2 - 2 2 1 



1049 CK /V-CHo- 2 2 1 



1050 ■ cK >-CH 2 - 2 2 1. 



1051 CK )-CH 2 - 2 2 1 



1052 cK >-CH 2 - 2 2 1 



1053 CK hcH 2 - 2 2 1 



1054 CK >-CH 2 - 2 2 1 



1055 CK )-CH 2 - 2 2 1 



1056 cK j-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



-ch,-n£0 

H 2 N CI 

H 2 N CH 3 

-CH 2 -^C-^)-OCH 3 
H 2 N OCH 3 

? /-< CH3 
-ch 2 -n-c-Q 

H 2 N Br 

CH 2 CH(CH 3 ) 2 0CH 3 
y CH 2 CH 3 



CH 2 CH(CH3) 2 

PCH3 



-f^H-j^C-^VoC^ 
CH 2 CH(CH 3 ) 2 OCH 3 

w ? w 0CHiCH3 

-^j^C-H^^-OC^C^ 
CH 2 CH(CH 3 ) 2 

(S) ?/-i° CH2CH3 

-^r4-j|C--^ == V0CH 2 CH 3 
CH 2 CH(CH3) 2 0CH 2 CH 3 

( s) 9 P CH * C "> 

-^H-N-C-^^-0CH 3 
CH 2 CH(CH3) 2 

CH 2 C HfCH^ OCH 2 CF 3 
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Table 1.9 7 



1 1 9 



r>1 

Compd. jV(CH 2 )r k m n chirality R 3 
No. Fr ' 



-(CHa^CH^G-R 6 



R 



1057 ct-^}-CH 2 - 2 2 



1058 Ct-\ >-ch 2 - 2 2 



1059 Ct-( Vch 2 - 2 2 



1060 ci-hQhch 2 - 2 2 



1061 Ct-4 )-CH 2 - 2 2 



1062 ci-<V-ch 2 - 2 2 



1063 Ci-i )-CH 2 - 2 2 



1064 ct-\)-CH 2 - 2 2 



1065 Ci-< )-ch 2 - 2 2 



1066 0-( )-CH 2 - 2 2 



1067 Ci-( )-ch 2 - 2 2 



H 



H 



-CH-N-C-f > 
i H W 

CH 2 CH(CH 3 ) 2 



OCH 2 CH 3 



CH 2 CH(CH 3 ) 2 



OCH 3 



CH 2 CH(CH3) ; 



— QH-N-O 



p OCH 2 CH 3 
3-^>~OCH3 
CH 2 CH{CH 3 ) 2 



I H 



OCH 2 CF 3 



CH 2 CH(CH 3 ) 2 OCH 2 CF 3 
(5) 9 PCH 2 CH 3 

CH 2 CH(CH3) 2 




,OCH 3 



i h ^ 
CH 2 CH(CH 3 ) 2 



-CH-N-C- 



OCF3 



CH 2 CH(CH 3 ) 2 
(A) 



OCH 3 



-Ch-n-c-hQ 

CH 2 CH(CH 3 ) 2 OCH 3 

-CH-j^C-^^KOCHa 
CH 2 CH(CH3) 2 OCH 3 



WO 00/69432 



PCT/JPOO/03203 



1 2 0 



Table 1.98 



Compd. R V(CH 2 ) r 



k m n chirality Ft 3 -{CH 2 )^-\— (CH 2 )q-G-R' 



-(CH 2 )X( 



1068 ci-i )-CH 2 - 2 2 



1069 c»-i )-ch 2 - 2 2 



1070 ct-4 )-ch 2 - 2 2 



1071 ci-{ }-ch 2 - 2 2 



1072 cK )-ch 2 - 2 2 



1073 Ch-(}-CH 2 - 2 2 



1074 Ci-O-OV 2 2 



1075 ct-()-CH r 2 2 



1076 Ch-(]}-CH 2 - 2 2 

1077 Cf-Q-CH 2 - 2 2 



1078 ci-h^Vch.,- 2 2 



H 



H 



H 



t-T 



OCH 2 CH 3 



-CH-^C-^J^OCHaCHg 
CH 2 CH(CH 3 ) 2 

-C^j^C-H^VoCHsCHa 
CH 2 CH(CH 3 ) 2 OCH 2 CH 3 



7 



-CH-N- 
I H 



CH 2 OCH2-^ 

. i H jirO 



-CH-N-&-T? 

-pr°-0 

CHjOCH,-^ 



T 

Ci 



~CH-N-C-^^-CF 3 
H 2 OCH 2 hQ 



1 



CH 2 OCV- 
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Table 1.9 9 



Compd. R ^(CH 2 ) r k m n chirality R 3 
No. R 2 



1079 ct-<>-CH 2 - 2 2 1 



1080 Cf-\>-CH 2 - 2 2 1 



1081 a-C Vch 2 - 2 2 1 



1082 Ci 



-O 



ch,- 2 2 1 



1083 Ch-<>-CH 2 - 2 2 1 



1084 ci-<\ /".CH* 



12 0 R 



1085 ci-0-ch 2 - 12 0 R 



1086 ct-0-CH 2 - 12 0 R 



1087 o-Q-cht 12 0 R 



H 



H 



H 



H 



H 



H 



H 



R 5 



-(CH^CCH^G-R 6 



£ , 0CH * CH * 



CH 2 OCH 2 - 



-CH-N-&-^^-OCH 3 



(5) P W 

| H W 

Ob 



CH 3 



CI 



-CH 2 ~^C-H0 
H 2 N 

-CH 2 -N-C-^J 
H 2 N 

-CH 2 -N-C-hQ 
H 2 N 



H 



1088 ct-\ /-CH a - 



12 0 R 



1089 Ci 



i-hQ-ch 2 - 12 0 R 



H 



H 
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Table 1.100 



Compd. R V(CH 2 ) r 
No. Pr 2] 



k m n chirality R 3 



-(CH 2 ) F |r(CH 2 )^G-R 6 
R 5 



1090 CK >-ch ; 



1091 >-CH : 



1092 c\-\ >-ch 2 - 



1 093 ct-\J^ CH 



1094 • a-\ >-ch 2 - 



1095 ct-\ >-ch 2 - 



1096 ci-\ >-ch 2 - 



1097 c\-\ >-ch 2 - 



1098 Ch-\ >-ch 2 



1099 Ch-<\ /)-CH : 



1100 c\-\ /-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



-CH 2 -N-0 



OCH 2 CH 3 



CH2CH2" 



H >= / 
H 2 N 



2 0 R H -CH 2 CH 2 



N0 2 



H >=/ 
H 2 N 



CH 2 CH 2 



9 



H 2 N 

-CH 2 CH a -[|C-/pQ 
H 



-CH 2 CH 2 -^C-^Q? 



-CH 2 CH 2 ~J^O 



-CH 2 CH2-N- 



^ pCH 2 CHb 



-CH,- 



-CH, 



CI 



-CH a -N-C-^-F 
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Table 1.101 



Compd. R ^>-(CH 2 ) r - k m n chirality ' R 3 ~(CH 2 )ptV' 
No. R ° 5 



p-f-fCH^G-R 6 
R 5 



1101 Ct~\J-CH 2 - 



1104 



1108 



1109 



1110 



1111 



12 0 R 



1102 Ci 



ch 2 - 12 0 R 



1103 H 3 c-( >-ch 2 - 12 0 R 



H =>c-0~ 



ch 2 - 12 0 R 



1105 H 3 C-0-CHf 12 0 R 



1106 H 3 C-\/-CH 2 - 12 0 R 



1107 H 3 c-^r>-CH 2 - 12 0 R 



CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 

^r-CH 2 - 
CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



-CH 2 -^C-^J^NO : 



CH 3 
CH 3 



.Br 



-CH 2 -h}-C-<_>-CH 3 



-CH 



-CH 2 -N-C-^-F 
-CH 2 - j^C-^J- CH 3 
-CH 2 -N-C-<^J-N0 2 
-CHa-N-C-^J- 
-CH,-KHC-(_J-I 
-CHj-N-C-^J-l 
-CH 2 -N-C-^-C 



CH 3 
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Table 1.102 



Compd. R V (CH2 ) k m n chirality R 3 -(CH 2 )rf-(CH 2 )q-G-R 6 
No. r 5 

ZH * ~ .ch. 



1112 ^ CH a- 1 2 0 R H _ CH2 _Jl^_ 

CH 3 

1113 CmQ-CH 2 - 2 2 1 - H _ CHj _n|_^_ CH3 



1114 cy-i )-ch 2 - 2 2 1 



1116 Cl-( Vch 2 - 2 2 1 - H 



2 



1115 C^Q-CH 2 - 2 2 1 - H _ CHr _N.?_^_ F 



-CH 2 - N-C-^_^- CH 3 



- 9 /-/ CH3 

1117 C*-£)-CH 2 - 2 2 1 - H -CHj-N-O-Q-NOa 

1118 Q-^L(>ch 2 - 12 0 R H _ch 2 -N-C 



1119 H 3 CS^Q-CH 2 - 1 2 0 R H _ CH _JL^ 

o c 
Q-CH 2 - 12 0 R H _ CH ^t£j, 



1120 {T^^ - 1 ° n P U ^ 

OCH 3 

1121 



o 2 N-b^CH 2 - 1 2 0 R H -avJ-<3 



1122 <H,CtecJ^-cHr 1 2 0 R H _ CH2 _^_M 

CH{CH 3 )2 H 



.CF, 
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Table 1.103 



Compd. R V- (CH2) k m n chirality *R 3 -(CHsjifCH^G-R 6 
No. 9r ° 5 



pi v— '2/q 

R 5 



1123 (^pt^ 1 2 0 R 



H 



-CH 2 -N-C^(J 



1124 



CH 2 - 



12 0 R 



-CHU-N-C-f x ) 



H 



NO, 



1125 >-CH 2 - 2 2 1 



1126 Or\ >~CH 2 - 2 2 1 



1127' CH-(>~ CH ^ 2 2 1 



H 



H 



H 



? v-C" 

-CH-^-C-^JHBr 
CH 2 OCHr^^ 



1128 Ch-^>-CH 2 -- 2 2 1 



1129 ci-i >-ch 2 - 2 2 1 



CH 2 - 2 2 1 



1130 Ci 



1131 CK >-CH 2 - .221 



1132 CK >-CH 2 - 2 2 1 



H 



H 



H 



H 



I H . \= 



PP 3 



CH 2 OCH ; 



-CH-i 
CH,0 



h 3 c<3 



1 1 33 H 3 CO-Q-CH 2 - 



12 0 R 



H 



-CH 2 -N-C-nf } 



P p 3 
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Table 1.104 



C °K l i npd ' ^2^< CH 2>r K m n chirality R 3 -(CH 2 b|-(CH 2 fc-G-R 6 
No. H — * 



1134 



1135 



1136 



1137 



1138 



1139 



1140 



1141 



1142 



1143 



1144 



H 3 CQ 
H 3 CO-\^-CH 2 - 
H 3 CO 



r 




CH 2 - 
NO z 



r 




H3C0 
r 




CH 2 - 



CH 2 - 



Br 



CH 2 - 



<Q-(CH 2 ) 2 - 



O z N 




CH 2 - 



V/" CH 2~ 



CHj- 



H 3 CO_ 

Q-CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C- w 



-CH 2 -N-C-Q» 



-CH^-N-C- 



P F 3 



.CF 3 



-CH 2 - 



-CH 2 -N-C^' 



P F 3 



PF 3 



-CH 2 -N-0 
H 



-CH*-N-C- 




9 



H3C0 



-CH 2 -N-C 



P F 3 



P F 3 



PP3 
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Table 1.105 



Compd. "\- (C h 2) k m n chira | jty 
No. Ft 



R 3 



-(CH 2 ) r f-(CH 2 ) r G-R 6 
R 



H 3 CO_ 

1145 h 3 CO-hQ>-ch 2 - 

N0 2 



1146 O" CHj0- 0 _CHr 



1147 H.C-C-t«M^-CHr- 



CH 2 - 



1148 



1149 



1150 



1151 



1152 



1153 



1154 



1155 



CH 3 
-CH 2 - 

CH 3 
CH 3 

CH 3 
PH 3 

CH 3 

CH 3 

CH 3 
CH 3 



CH 2 - 



CH 3 
CH 3 

CHo 



2 0 R H -CH,-^?-/^" 3 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



vf 3 



9 



-CH 2 -M-C- 



P W OCK 

-CHf-N-C-^ • 



CF 3 



P F 3 



OCH 2 CH 3 



-CH 2 -N"C 



CH 2 C H 3 



? /=< 
-CH 2 -N-C-CH 2 -^_J> 

-cH 2 -J-YpQr F 

H 

- ch *-^-<0' ci 



CH 3 



-CH 2 -N-C-^J 
F 3 C 
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Table 1.106 



Compd. R S-(CH 2 )r k m n chirality ' R 3 



No. R 



1156 



1157 



1158 



1159 



1160 



1161 



1165 



1166 



ch. 



CH 3 
CH 3 



1 2 0 R 



ch 2 - 12 0 R 



CH 3 
H 3 




ch 2 ~ 12 0 R 



CH 3 
CH 3 



CH 2 - 



1 2 0 R 



CH 3 
CH 3 



ch 2 - 12.0 R 



CH 3 



OH 



H 3 C 



CH 2 - 



1 2 0 R 



1162 H 3 D 




PH 3 

ch 2 - 12 0 R 



H 3 C 



1163 H3 CoO-CH r 1 2 0 R 



1164 - H3 >\ - 1 2 0 R 




H 3 CO-<Q>- 



CH 2 - 



CH 2 - 12 0 R 



CH 2 - 



1 2 0 R 



H 



H 



H 



"(C^^CHa^G-R 6 



R 



9 OyC(CH 3 ) 3 . 
-CH 2 -N-C-4J| 



-CH 2 -N-C- 



SCH 3 



-CH 2 -N-C-f X > 



H >=< 
H 2 N CI 



-CH 2 -^C-/V0CH 3 
H 2 N OCH 3 

/-<° H3 

-CH 2 -N-C-^Q 
H 2 N 8f 



P F 3 



-CH 2 -N-C-Q 



-CH^N-C-^J 
-CH.-N-C-^J 



9 -/ 
-CH 2 -N-C-e 



9 

-CH 2 -N-0 



,0^3 



PF 3 
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Table 1.107 



Compd. 
No. 


">(CH 2 ) r 


k m 


n 


chirality 


R 3 


"(CH 2 )p|-(CH 2 )q-G-R 
R 5 


1167 


C(-Q>-CH 2 - 


2 2 


1 


- 


H 




1168 




1 2 


0 


R 


H 




1169 




1 2 


o" 


R 


H 


_ C H 2 -n-c-Q 
n > — ' 


1170 




1 2 


0 


R 


H 


2 H \=/ 


1171 


ohQ>-ch 2 - 


1 2 


0 


R 


H 


-CH 2 -NhC^( / V-Br 


1172 


C I ~^~^~CH 2 - 


1 2 


0 


R 


H 


- c n c -vU 

H 


1173 


ci-hQkch 2 - 


1 2 


0 


R 


H 


9 /vv OCH3 
- CH ^ C -VU 

H 


1174 


ch-Qkch 2 - 


1 2 


0 


R 


H 


-CH 2 -N-C-^ 
H 2 N 


1175 


H 3 ChQh-CH 2 - 


1 2 


0 


R 


H 


? /-< CH3 
-CH 2 -j^-C-^y-Br 


1176 


h 3 chQ-ch 2 - 


1 2 


0 


R 


H 


H 


1177 


H 3 C -0~ CH2 " 


1 2 


0 


R 


H 


ff _^rv OCH3 

- CHj T c -vU 

H 
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Table 1.108 



pi 

Compd. \- (CH2) k m n chira(ity 
No. Pi 



P? 



~(CH 2 )p| 7 ( 



-(CH 2 )pf-(CH 2 )5-G-R 6 
R 



1178 h 3 o-4 >-CH 2 - 12 0 R 



1179 h 3 C~Q^CH 2 - 12 0 R 



1180 yCH 2 - 12 0 R 



H 



H 



H 



-CH 2 -N-D 




N0 2 



_ CH2 _N. C ^J 
H 2 N 



- CHa -rr^-CO 



1181 



1182 



1183 



1184 



1185 



1186 



CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
PH 3 
^H 2 - 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



PH 3 



-CHo-N-C-f VBr 



9 



-CH 2 -N-C- 



1 2 0 R H -CHa-N-C- 



9 ^ 

-CHf-N-C-O 
. H 2 N 

-CH 2 -N-C-{) 
H 2 N 

- ch *-^-CO 



1187 a-i }-ch 2 - 2 2 1 



H 



-CH 2 -N-C— ^_/~Br 



1188 CI-< >-CH 2 - 2 2 1 



- CHi l c -VU 
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Table 1.109 



C ° N m 0 Pd ' R2>" (CH 2)r k m n chirality R 3 -(CH^CCH^G-R 6 



1189 CI-{~^-CH 2 - 2 2 1 - H -CH 2 -N-C-YpQf° CH 

H 

1190 a-C\-CH r 2 2 1 - H -CH 2 -N-C-/ ^ 



1191 



1193 



1194 



1195 



1198 



1199 



CH 3 



1196 t^~ CHr 1 2 0 R H 
CH 3 



1197 Sy~ ch 2- 12 0 R h 
CH 3 
CH 3 



H 

H 2 N 




^-CH 2 - 1 2 0 R H _ C h 2 -n-£-^5 

CH 3 f 



1192 ^-CH 2 - 1 2 0 R H ^.J^fi, 

CH 3 H W 

4~ CH2_ 1 2 0 R . H _ CH2 _J_^ CF '~ 



CH 3 

/ CH3 O 

^"CH 2 - 1 2 0 R H -CH 2 -N-C-0 

CH 3 F 3 C 

*£§-° H >- 12 0 R H _ CH2 _J_f5 Br 

CH 3 H 
CH 3 



9 



-CH 2 -NHO 



N0 2 



- CH *-|t c -0 

CH 3 F 



P" 0 *" 1 2 0 R h -cH^L^f 

CH 3 H 
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Table 1.110 



Compd. - R V(CH 2 ) r k m n chirality R 3 -(CH 2 )r|-(CH 2 )q-G-R 6 



No. R 



? H 3 ^ P 



CH 3 



1205 H 3 c-i>- CH 2- 1 2 0 R H 



-CH 2 -N-C-/~"^ 



12 

H \=< 



1200 ?Cf- CH 2- 1 2 0 R H 

CH 3 C? 
CH 3 

1201 *Q^ CH *~ 1 2 0 R H 

CH 3 
CH 3 

1202 lit 0 "*- 12 0 R H - C H 2 -J>/ 



-CH 7 




H V= 



1203 h 3 C-(^-ch 2 - 1 2 0 R H _ c „ 2 _n.5_^ 

1204 • H 3 C-0- CH 2- 12 0 R H. -CH 2 -N-c-rt 



PCF 3 



H >=/ 
F 3 C 



-CH 2 -N-C-H^ 

1206 h 3 chQk-ch 2 - 1 2 0 R H -CHr-^c-Q 

1207 h 3 c^Qh-ch 2 - 1 2 0 R H -ch 2 -n-c-^ 



F ■ 

CI 



1208 H 3 C-Q-CH 2 - 12 0 R H -CH 2 -£C-(3 

_ n PH 3 

1209 H 3 C-(~}-CH 2 - 12 0 R H -CH 2 -t|C-Q 

1210 H 3 C-Q~ CHi! " 1 2 0 R H -CH 2 -N-C-Q 

CI 
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Table 1.1 1 1 



C °K? ipd " "^>~( CH 2)r k m n chirality R 3 -(C^jicH^G-R 6 
No. R 



1211 H 3 C-4 >-CH 2 - 12 0 R 



1212 » 3 Cr\J-CHr 12 0 R 



1213 o-i i~CH 2 - 2 2 1 



1214 o-< >-CH 2 - 2 2 1 



1215 Or-l >-CH 2 - 2 2 1 



1216 a-\ >-ch 2 - 2 2 1 



1217 0-< )-CH 2 - 12 0 R 



1218 Ct-\ )-CH 2 - 12 0 R 



H 



H 



H 



-CH 2 - 



-CH 2 -N-C^fJ> 



9 




-CHj-N-O 




.CF, 



F 3 C 



-CHo-NHC-Hf > 



P^3 



H >=/ 
F 

_ C H 2 -jsH C -Q 
CI 



-CH 2 -N-C-^^F 
CI 

P ^ CH3 



9 

~CH 2 -N-C- 



-CH 



1219 Ch-4 Vch 2 - 12 0 R 



ch 3 



-CH 2 -^C-^-C! 



1220 CmQ-CH 2 - 12 0 R 



1221 ChT >" c H2- 12 0 R 



-CHf-N-O 




H 2 N 



H 2 N 
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Table 1.112 



Compd. R V(CH 2 ) r 
No. 1 



k m n chirality R 3 



d , (CH 2 )5-G-R £ 
R 



1222 0-Q-ch 2 - 12 0 R 



-cH 2 -N- c -nr 

H 



1223 chh( >-ch 2 - 12 0 R 



-CH, 



1224 Ch\>-ch 2 - 12 0 R 



1225 H,C-< >-ch 2 - 12 0 R 



1226 H,c-( . }-CH 2 - 12 0 R 



H 



H 



H 



H >=/ 
HO 



9 



9 / CH 3 



1227 H 3 c-£)-CH r 12 0 R 



H 



-CH 2 -N-C~<^^-Cl 



1228 HaC-^ >-ch 2 - 1 2 0 R 



1229 H 3 c-< VcH r 12 0 R 



H 



H 



9 



H 2 N 




2 



-CH 2 -N-C- 




H,N 



1230 H 3 C~C )-CH 2 - 12 0 R 



H 



ff >r CH3 

-CH^cMHT 
H 



1231 H 3 C-< )-CH 2 - 12 0 R 



1232 H3C-4 >-CH 2 - 12 0 R 



H 



H 



-CH 



-CH 2 -N-CHf > 



N0 2 



H )==/ 
HO 



WO 00/69432 



PCT/JP00/03203 



1 3 5 



Table 1.113 



Compd. 
No. 



(CH 2 )j 



k m n chirality 



-(CH 2 )pf-(CH 2 )^G-R 
R 5 



:-q6 



1233 



1234 



1235 



1236 



1237 



1238 



1239 



1240 



1241 



CH 3 

CH 3 
PH 3 

CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 
CH 3 

CH 3 
CH 3 
-CH 2 - 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 

3-Q-CHr 



1 242 Cl 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



-CH 2 -M-C-f > 



PF3 



-CH 2 - 



H V=/ 
CI 



9 /-< CH3 



"CH2-N-C- 



ff 

-c- 

H 2 N 




H 2 N 

-CH 2 -j|C-HfJ 



-CH 2 -N-C-^ 



-CH 2 -N-C-f > 



N0 2 



HO 



-CH 



CF 3 



H ^ 
CI 



CH 3 



H >=/ 
F 



1 243 Cl 



CH 2 - 2 2 1 



H 



f? ^ CH3 
-CH 2 -^ChQ-CI 
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Table 1.114 



Compd. R S-(CH 2 ) r k m n chirality R 3 
No. Ft ' 



-(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



1244 Ci-Q-CH 2 - 2 2 1 



1245 C^>-ch 2 - 2 2 1 



1246 Ch-4>-CH 2 - 2 2 1 



1247 Ch-< >-ch 2 - 2 2 1 



1248 Ch-< >-CH 2 - .2 2 1 



1249 ci-(}-CH 2 - 12 0 R 



1250 H 3 c-^^-eH 2 - 12 0 R 

1251 EJ> CH *- 12 0 R 

CH 3 

1252 Ch-Q-CH 2 - 12 0 R 



H 



H 



H 



-CHr-N-o-0 

H 2 N 

H 2 N 
H 



-CH 2 -N-C-^ 



:-0 



-CH 2 -N- Cr 0 
HO 

-CH 2 -j^C-H^^--CI 
-CHj-M-C-^J-CI 
-CH^N-C-^J-CI 



-CH 2 -N-C 



CH(CH 3 ) 2 



1253 h 3 C-()- ch 2- 12 0 R 



-CH 2 -N-0 



CH(CH 3 ) 2 



1254 



-CH 2 - 12 0 R 



CH 3 



-CH 2 -^CH^^CH(CH 3 ) 2 
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Table 1.115 



Compd. R V (C H 2 )j- k m n chirality R 3 
No. Fr 



-(CH 2 )pf-(CH 2 ) T G-R 6 
R 



1 255 Ci-Q>-CH 2 - 12 0 R 



1 256 H 3 c- 



1257 



1259 



: -0- cH2_ 



12 0 R 



^-ch 2 - 12 0 R 

CH 3 



CH 3 



1258 h 3 c-Q-ch 2 - 1 2 0 R 



CH 3 



CH 3 



ch 2 - 1 2 0 R 



1260 H 3 C-< >-CH 2 - 12 0 R 



H 



H 



H 



H 



-CH 2 -N-C-f > 



H )==/ 
H 2 N 



-CH 2 -N-C 




H 2 N 



9 X 
-CH 2 -N-C-< X ) 



Br 



Br 



H >= / 
H 5 N 



C! 



-CH 



-CH 2 -N-C-0 



H 2 N 



-CH 2 -N-C-£5 



OCH 2 CH 3 



1263 



1261 CH-( >-CH 2 - 12 0 R 



1262 H 3 C-{~}-CH 2 - 12 0 R 



PH 3 

p^-CH 2 - 12 0 R 

CH 3 



1264 Ci-( >-CH 2 - 1 2 0 R 



H 



H 



-CH 2 -N-C^T 
H 3 C 

H 3 C 

9 /^C(CH 3 ) 3 
H 3 C 



-CH 2 -N-C-\ I 




HjC 



1265 H 3 C-{~)-CH 2 - 



12 0 R 



-CHj-N-O-yi, 
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Table 1.116 



Compd. R ^>(CH 2 ) r 
No. 1 



k m n chirality R 3 



-(CH 2 )p!-(CH 2 fcrG-R 6 



PH 3 

1266 ^- CH ^ 



12 0 R 



CH 3 



1267 C 



CH 2 - 12 0 R 



1268 cU)-CH 2 - 12 0 R 



1269 d-Q-CH 2 - 12 0 



1270 ci 



CH 2 - 12-0 R 



1271 o-O-CHa- 12 0 R 



1272 H 3 C-0- CH *- 12 0 R 



1273 H,c-<r>CH 2 - 12 0 R 



1274 h 3 C-0-CH 2 - 12 0 R 



1275 H 3 C-0- CH *" 12 0 R 



1276. h 3 c-0~ch 2 - 12 0 R 



H 



H 



I? 



2 H V° 




H 

-CHj-N-C-^J) 
H 3 CO 

-CH 2 -£C-^J> 



CI 



-CH 2 -N-C-^ 
HO 



-CHj-N-C-^J-F 



-CH 2 -N"C- 



9 

c- 

H 3 CO 




-CH 2 -N-C-f X > 



CI 



Br 



H 

HO 



CI 



H )==/ 
HO . 



-CH.-N-C-^J-F 
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Table 1.117 



C N m o Pd ' R a>" (CH2) r k m n chiral »y R 3 -(CHaJ^CHaJ^G-R* 
R 

^ 9 ^r^ OCF 3 



1277 



1278 



1279 



1280 



1281 



*Q-CH 2 - 1 2 0 R H -CH 2 -n-C^QQT 

CH 3 H 

P H 3 „ a 



^~CH 2 - 1 2 0 R H ~ CH 2-N-C-^ 

CH 3 H 3 CO 

J" 3 9 ^ B 

^>CH 2 - 12 0 R H _ch 2 -^c-0 

CH 3 HO 
FH3 .0, 



•Q-CH 2 - 1 2 0 R H _ch 2 -n-^0 

CH 3 HO 
CH 3 

ot^ 1 2 0 R H _ CHs _J >C 



1282. ChhQ^ch 2 - 2 2 1 - H ^ CH ^it^PO"° CF3 



1283 Ch-£>-CH r 2 2 1 



H 

CI 



-CH 2 -^L0 
H3CO 



1284 Ch-Q^CH 2 - 2 2 1 H . -CH 2 ~N-C-^5 



Br 



HO 

CI 



1285 CH-0-CH 2 - 2 2 1 H -CH 2 -N-C-/~^ 



h )=/ 

HO 

.CF 3 



1286 1 2 0 R H -CH^t^ 
N0 2 CF 3 

1287 o 2t U=y C Hr 1 2 0 R H -CHf-wX-rS 



H \=/ 
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Table 1.118 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. R 2 



"(CH^ICH^G-R 6 



H 3 CO-^~^-CH 2 - 
CH 3 



1288 



1 289 & ^-ch 2 - 

CH 3 
CH 3 

1290 IQ-™*- 

CH 3 



1 2 0 R 



12 0 R 



1 2 0 R 



1291 H 3 C-( )-CH 2 - 12 0 R 



1292 h 3 C-\ )-CH a - 12 0 R. 



1293 H 3 C-()-CH 2 - 12 0 R 



1294 h 3 C-hT )-CH 2 - 12 0 R 



H 



H 



H 



-CH 2 



^ CF3 



-CH 2 -N-C-^J 
H 2 N 



-ch^c-Q 

H 2 N CH 3 



H 

-CH 2 -N-C-f > 



H )=( 
H 2 N Br 



-CH 2 -N-C-f > 



P F 3 



H ^=< 
F 



-CH^NhC-^^}-! 



CF 3 
F 



1295 H 3 C-< >-ch 2 - 12 0 R 



H 



9 C^.C(CH 3 )3 
-CH 2 -N-C-^J 



1296 h 3 c-h(2)-ch 2 - 1 2 0 



1 297 H 3 c-( )-ch 2 - 12 0 R 



H 3 cq 

1298 H 3 C0-O-CH 2 - 12 0 R 



H 3 CO-<^-C 
Br 



H 



ff S^SCH 3 
9 /^ CH ' 



-CH 



F 3 C 
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Table 1.119 



Compd. R S-(CH 2 )r k m n chirality 
No. Fr 



R 3 



1CH 2 )p?-(CH 2 ^G-R 
R 5 



-q6 



1299 



H J CQ x 
H 3 CO-TjHCH 2 - 

H 3 CO 

OCH 3 

1300. H 3 C(>Q-CH 2 - 

OCH3 
O-O-CHa- 



1302 



1304 



1 301 n 3 0 

HjCd 



H3< V_/ CH3 

H 3 CO-^_y-CHjr 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



1303 H 3 o 




Br 



Ms 



CHr 1 2 0 R 



12 0 R 



H 



H 



H 



H 



-CHr-N-C-CJ 
-CH 2 -N-C-Q 



-CH 2 -N-C- 



-CH 2 -M-C-^ 



PF3 



P F 3 



-CH 2 - 



-CH 2 -N-0 w 



P^3 



1305 AA^ 1 2 0 R 



H3CCH2Q 

1306 — /=\ ... 12 0 R 



rtCO-^~)-CH r 



H 



H 



-ch 2 -n-c-hCJ> 



-CH 2 -M-C- 



P F 3 



1307 



1308 



H3CO 
H3CO-O- 



CHa- 1 2 0 R 



HO 




CHr 12 0 R 



H 



H 



-CH 2 -N-0 



H3CO 

1309 h 3 co-Q^ch 2 - 12 0 R 



H 



-CH 2 - 



P F 3 



H \=/ 
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Table 1.120 



Compd. R V(CH 2 ) r 
No. FT 1 



k m n chirality R 3 



-(CH 2 J F f-(CH 2 ) 5 -G-R 
R 



,-q6 



H 3 co 

1310 ho-Q-ch,- 1 2 0 R 

1311 8«Hr 1 2 ° B 



1312 



1313 



1314- 



1315 



CH 2 - 



Br 



02 t>- ch *- 



1316 C F ^-CH 2 - 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



o 2 N 

1317 r\ 12 0 R 




CH 2 - 



1318 ChH Q-CH 2 - 1 2 0 R 



1319 chTVch 2 - 1 2 0 R 



1320 B[ _0-ch 2 - 1 2 0 R 





H 



H 



H 



H 



9 

-CH 2 -N~0 



-CH 



-CH 2 -NhC- 



«<5 



P F 3 



P F 3 



OF 3 



P?3 



£F 3 



9 

-CH 2 ~N-G 



9 

-CH 2 -N-D 



-CH; 



f CF 3 



-CH 2 -fvhC- 



P^3 



H \=/ 
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Table 1.121 



Compd. R V (CH ) 
No. FT 1 



k m n chiraiity R 3 



-(CH 2 )r T V( 



-(C^Jp-hCCH^G-R 6 
R 5 



1321 Cl-Q-CH 2 - 



1322 a-4 >-CH 2 - 



1 323 ci-Qh-CH 2 - 

1 324 Ci-Q^CH 2 - 



1325 CK\ >"CH 2 - 



1326 a-Q>-CH 2 - 



1327 Or\ >-CH 2 - 



1328 h 3 c-hQ-ch2- 

1 329 H 3 C-^~^CH 2 - 



1 330 HjC-QhcHj- 



1331 H 3 C-<\ />-CH 2 - 



2 0 R . H -CH^LfC. 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H \=/ 



-CH.-N-C-^J-CHj 
- C H 2 - N- C^\ == /~ CI 



-CH 2 -(ShC-/~i 



PH 3 



H )=/ 
HO 



2^9 



-CH 2 - 



HO 



-CH 2 -^C-^f N ) 



PH 3 



H >=/ 
H 2 N 



9 

-CH 2 -N-C- 



CI 



-CH 2 -N-C-^^~CH 3 



-CH 2 -r^O 



-CH 2 -N-C-0 
HO 



,CH 3 
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Table 1.122 



Compd. R V(CH 2 ) r 
No. Pr 2j 



k m n chirality R : 



*D3 



"(CH 2 )p^~(CH 2 )q-G-R 6 



R ; 



1332 h,c-\ j-CHr 12 0 R 



H 



1333 h 3 c-4>-ch 2 - 12 0 R 



1334 H 3 c-ij>-CH 2 - 12 0 R 



1335 



1336 



1337 



1338 



1339 



1340 



1341 



CH 3 

CH 3 
CH 3 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 

PH 3 
^"CH 2 - 

CH 3 

PH 3 
^-CH 2 - 

CH 3 

PH 3 

^-CH 2 - 
CH 3 



1 342 CI-^^-CH 2 - 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



2 2 1 



H 



H 



H 



-CH 2 -N-C~0 
HO 



-CH 2 -£J-0 




H 2 N 



-CH 2 -M-C-^^-CI 



PH 3 



.Br 



.-CH, 



-tf£<j>-cH 3 



-CH 2 -N-C— ^J^-CI 



9 

-CH 2 ~~N-C 



HO 



CH 3 



-CH 2 -N-C-0 
H 2 N 



Br 



-CH 2 -j^C-H^^-Cl 
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Table 1.123 



Compd. R S-( C |_| 2 v_ k m n chirality R 3 ~{CH 2 )^- 
No. R d5 



(CH 2 )p-h-(CH 2 )q-G-R 6 
R 5 



1343 o\ >-CHr 2 2 1 



H 



-CHj-N-C-^J-CHj 



1344 Ch-4 )-CH 2 - 2 2 1 



H 



-CHa-N-C-H^JHCI 



1345 Ct-( VcHj- 2 2 1 



1346 O-^-CHr 2 2 1 



H 



-CH 2 



9 ^ CHa 

HO 



-CH 2 -N-C-h0 
HO 



1347 Cf-O -0 ^" 12 0 R 



H 



1348 H 3 c-(>-CH 2 - 12 0 R 



H 



-CH 2 -N-C-fJ 



pH 3 



1349 



CH 3 



CH 2 - 12 0 R 



1350 C\-(~}-CH 2 - 2 2 1 



1351 OhO-ch 2 - 12 0 R 



H 



H 



-CH 2 -N-C-^J 



-CH 2 -N-C-fJ 



-CH: 



1352 h 3 C-0- ch 2- 12 0 R 



H 



1353 



;h 3 

CH 3 



12 0 R 



-wr|f 




.p-CH, 
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Table 1.124 



C ° N ^ Pd ' r^ CH 2)P k m n chirality R* -(CH 2 )^(CH 2 )^G-R 6 



1354 c; 



«-Q-CHr 2 2 1 - H -c*rjrc- 



:h 3 

1357 SJ^ CH ^ 1 2 0 R H 
ch 3 



1358 chh( >-ch 2 - .221 - H 



ch 3 
:h 3 



'3 



CH- 



3 



1363 ?L^" c H r 12 0 R 

CH 3 



1355 chh(~}-ch 2 - 12 0 R H - C h 2 -^c-h0 



1356 H 3 c-^J-CHr 12 0 R H -CH 2 -N-c-f 



H 

H 2 N 




9 PH 



_ CH2 _„. CH 0 

H 2 N 



PH 3 

1359 D^CH 2 - 1 2 0 R H -«^J5- 



-CH 2 -n-c^} 



9 E 

-n-c— <r 

H >C 

w »3 

1361 H3C-Q-CHT 1 2 0 R h _ CH2 _J?_ H Q_ OCH 



^3 

1360 S^-ch 2 - 1 2 0 R h -CH^c- ^ CH ^ 

CH 3 



1362 ^>CH r 1 2 0 R H ff -h 3 



-CH 2 - 



H 3 CH 3 

9 /4-CH3 



-CH 2 -M-C- 
H 



1364 H 3 c-{/-CH r 1 2 0 R h . ? 

— CH 2 " 



CH 3 
CH, 



sk3 
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Table 1.125 



Compd. R V(CH 2 ) r 
No. Pr ' 



k m n chirality R 3 



-(CH 2 Jf-( 



,-P 6 



-(CH 2 )5-H(CH 2 )5-G-R 
R 



1365 



1366 



✓H3 

CH 3 
CH 3 

-CH 2 - 
CH 3 




1367 H3C-4 >-CH 2 - 



1368 °^y- 



CH, 



1369 ci-4 /)-CH 



1370 Ch-4 >^CH 2 - 



1371 Ct-\J-CH r 



1372 a-\ 7-ch 2 - 



1373 H 3 C-Q~ CH2 " 



1 374 h 3 c-\>-ch 2 - 



1375 h 3 c-<\ >"CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



9 



-CH 2 -£-C-£) 



H 3 C 



-ch 2 -n-c-^)-ch 3 

-CH 2 -N-C-H^_/-CH 3 



P F 3 



-CH 2 -N-C-^ /)-CI 

OCH 2 CF 3 



-CH 2 -N- Cr H^J 
F 3 CCH 2 0 

-CH 2 -N-C-fJ 



-CH 2 -N-C-\ 



9 ^ ^ 




-CH 2 -N-C-^-CI 



,CF 3 



-CH 2 -N-C-H0> 
F 3 CCH 2 0 

-CH 2 -N-C-fJ 
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Table 1.126 



Compel. R V(CH 2 )- k m n chirality R 3 
No. Fr 



-(CH 2 Jf-( 



-(CH 2 ) F t-(CH 2 )5-G-R 6 
R 5 



1376 h 3 C-Qkch 2 - 12 0 R 



1378 



1379 



1380 



1381 



1382 



1377 H 3 c-\ >-CH 2 - 12 0 R 



ch 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 
^H 3 

-CH 2 - 
CH 3 




12 0 R 



12 0 R 



12.0 R 



12 0 R 



12 0 R 



1383 CH< >-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



to 



-CH,-N-C- 




-CH 2 -N-C-(^-C. . 



-CF 3 
CI 

OG H 2 C F 3 



H 



F 3 CCH 2 0 
-CH 2 -N-C-^fJ . 



-CH 2 -M-C-h(^ 



-CH 7 -N-0 



9 

-CH 2 -N-C- 




PF 3 
CI 



1384 CMC >-CH 2 - 2 2 1 



H 



-CH 2 -N-C~0 



1385 a-ij-CH 2 - 2 2 1 



1386 o--(~)-CH 2 - 2 2 1 



H 
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Table 1.127 



Compd. R S-{CH 2 )r 
No. Fr 1 



k m n chirality 



-(CHa^CH^G-R 6 
R 5 



1387 



1388 



1389 



1390 



1391 



1396 



1397 



CM; 

q- 



CH 3 

>-CH 2 - 
CH 3 
CH 3 
CH 2 - 

CH 3 
CH 3 

CH 3 



H 3 C £H 3 
H 3 C CH3 

h 3 c-Qkch 2 - 

1392 H 3 C-^-CH 2 - 

1 393 ^ccHj-^rCHj- 



0 2 N 

1394 H3C _^-CH 2 - 



1395 H^CH-^ >-ch 2 - 



Q 

H 3 C-(^-CH 2 - 
Br-^j>-CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 . R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H IT N 
CH 3 



-CH 



CF 3 



9 

-CH 2 -NhO 



-CH 2 -N-C-^ 
-CH^N-C-^J 



.CF 3 



-CH 2 -N-D 



v-f 3 



9 



-CHj-N-O 



P F 3 



.CF 3 
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Table 1.128 



Co N m o pd - p3>"(CH 2 ) r k m n chirality R 3 



-(CH 2 )i(CH 2 )q-G-R 6 



1398 



12 0 R 



H 



-CH^O-Q 



<fH 3 



1399 a-Q-CH- 12 0 R 

CI 



-CH 2 -N-C- 



.CF 3 



1400 ch-O-cIJ- 1 2 0 R 



H 



-CHf-N-O 



.CF 3 
H \==/ 



1401 H 3 C-4 . >-CH 2 - 12 0 R 



H 



-CH 2 -M-C 



Cl 



1402 h 3 c-h(Jkch 2 - 12 0 B 



9 /=< 0CH3 

-CH 2 -^C-0-OCH 3 
H 2 N OCH 3 



1403 h 3 c-\ /-CH 2 - 12 0 R 



H 



-CHf-N-C-^ //N 



1404 H3C-4 )-CH z - 12 0 R 



~CH 2 -N-C^ 



1405 H 3 c-<£>-CH 2 - 12 0 R 



H 



-CH 2 ~^C--0 
H >-N 
HsCS 



1406 h 3 ch( >-CH 2 - 12 0 R 



9 PH 3 

-CH 2 -N-C-<j 
H 



1407 H 3 c-\jHCH 2 - 12 0 R 



H3CCH2S 



1408 H 3 C-H^jKCH 2 - 



12 0 R 



H 



-cH 2 -^-r> 
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Table 1.129 



Compd. R S_( CH2) k m n chirality 
No. Fr 



R 3 -(CHa^^H^G-R 5 
R s 



1409 h 3 c-4>-ch 2 - 12 0 R 



H 



ff /-< CH3 



CH 3 



1410 



ch 2 - 12 0 R 



CH 3 



1411 d-i )-CH 2 - .12 0 R 



1412 h 3 c-<( >-CH 2 - 12 0 R 



.1413 



CH 3 
CH 3 



12 0 R 



1414 a-\ )-CHi- 2 2 1 



1415 Ch-< >-ch 2 - 12 0 R 



1416 H 3 C-Q-CH 2 - 12 0 R 



PH 3 



1417 



ch 2 - 12 0 R 



CH 3 



1418 CK >-CH 2 - 2 2 1 



1419 CK >-CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H3OC-NH 
o 

-CH 2 -N-t0 

KjOC- NH 
O 



-CH 2 -N-C 

KjOC-NH 
O 



-OV-N-L0 
HjO-C-NH 

-CH,-N-C-^J 



HoN 



H 2 N 



SCN 



H 2 N 



SCN 



H 2 N 



,SCN 



H 2 N 



SH 
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Table 1.130 



m n chirality R 3 



-(CH 2 J-( 



1 420 H 3 C- 



1421 



;h O- ch2- 



«?H 3 

^-CH 2 - 
CH 3 



12 0 R 



12 0 R 



1422 Ch\ >-CH2- 2 2 1 



1423 o-4>-ch 2 - 12 0 R 



1424 



1425 



H 3 C "0" CH 2" 12 0 R 



CH 3 



CH 3 



CH 2 - 12 0 R 



1426 ch< >-CH 2 - 2 2 1 



1427 CmQkch 2 - 2 2 1 



1428 CK )-CH 2 - 2 2 1 



1429 H3Cch 2 o^Qkch 2 - 2 2 1 



1430 ( (>H p- CH '- 



2 2 1 



H 



. H 



H 



"(CHs^CH^G-R 6 
R 5 



H 2 N 



-CHjrN-G 



9 
c- 

H 2 N 




-CH 2 -^C-0 
H 2 N 



,SH 



• P- 



9s 



-CH 2 -N-0 



-CH 2 -£-C-^ 



-CH 2 -N-C-^J 



-CH 2 -N-C-^J 
H 3 C-NH 



-CH 2 — N-C- 




(H 3 CfeN 



-CH 2 -N-C-0 
H 2 N 

-CKrjfO-^ 
H 2 N 



Br 



CI 
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Table 1.131 



C ° N ^ pd ' *2>(CH 2 ) r k m n chirality R* -(CH^, 



, p , "(CH^G-R 6 
R 



1431 h>cch 2 o-^-ov 2 2 1 



1432 



^-0 



2 2 1 



1433 k.cch 2 o-( >ch 2 - 2 2 1 



1434 h 3 cch 2 o-< >-ch 2 - 2 2 1 



1435 ^cch 2 --(>-ch 2 - 2 2 1 



1436 (KiC) 2 chh( Vch*- 2 2 1 



1437 h,c(ch 2 ) 2 o^ >-ch 2 - 2 2 1 



1438 HjCCh 2 -\}-ch 2 - 2 2 1 



1439 (K,c) 2 ch-4 )-CHr 2 2 1 



H 



H 



H 



H 



H 



H 2 N 



Br 



9 

O 
H 2 N 




Br 



-CHf-N-C 



-CHj-NhC 



sr-0 

CHr(^-OCH 2 CHj 



-CH 2 -N-C-^J 
f-UN 



-ch 2 -^L0 

H 2 N 



CI 



9 



-CH 2 -N-G 




H 2 N 



Br 



Br 



~CH 2 



1440 H,c(CH 2 ) 2 o-^-CH a - 2 2 1 



1441 H 3 CS-^^-CH 2 - 2 2 1 



H 



Br 



H 2 N 



-CH 2 -r^CH0 

H 2 N 



Br 
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Table 1.13 2 



Compd. R V(CH 2 ) r 
No. Pr 1 



k m n chirality R 3 



iCHgjgrl-tCHgjg-G-Re 

R 5 



1442 h,cch 2 --£}-ch 2 - 2 2 1 



1443 (H>c) 2 ch-\ Voi r 2 2 1 



1444 h^cch^o-^^-ch,- 2 2 1 



1445 h,cch 2 -h( >-ch 2 - 2 2 1 



1446 (H3C) 2 chh( >-oir 2 2 1 



1447 KjCcch^o-Q-chj- 2 2 1 



1448 h 3 C&-\>-ch 2 - 2 2 1 



H 



H 



H 



-CHr-N-c 



H ^ /-v 

CHj\_/-CH(CH,), 



\h2-C~VcH2CHi 



CH 3 ^}~ CH(CH3)2 



CH 2 -^]^-0(CH 2 )2CH» 
CH 2 -^_^-SCH, 



1449 ^cch^ )-CH r 2 2 1 



P F 3 



H \=/ 



1450 (hbC} 2 CH-4 V-cHr 2 2 1 



1451 (HjCCHjtjN-^-CH,- 2 2 1 



1452 



h 3 C0-^)-ch 2 - 



2 2 1 



H 



- cH =-f c -0 

-CHo-N-C—f > 
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Table 1.133 



Compd. R V (CH y_ 
No. FT ' 



k m n chirality 



"(CH 2 )p|-(CH^G-R 
R 5 



-06 



1453 HjCfCH^o-^-CHj- 2 2 1 



9 

-CH 2 -N-C' 



1454 H3Cch 2 o-< >-ch 2 - 2 2 1 



-CH 



H 3 cq 

1455 hohQ-ch 2 - 2 2 1 



9 

-CH 2 -JShO 



1456 



CH 2 ~ 



2 2 1 



1 457 (CH 3 ) 2 



ch,- 2 2 1 



H 3 CO_ 

HO~^^-CH 2 - 



1459 (h 3 C) 2 n-^}-ch 2 - 2 2 1 



.-CH 2 -N-G 



9 

0 

H 2 N 




C! 



-CH 2 -hhC-H^ 
H 2 N 



-CH 2 -N-C-h0 



Br 



H,N 



H 3 CO 

1460 hcmQ^ch,- 2 2 1 



H3CO 

1461 hCmQ-CH,- 2 2 1 



H3CO 

1462 HoT^-cHr 2 2 1 



H 



-CHa-N-C-^ 
H 2 N 



-CH7-N-0 



"1 



CHry //-oh 



.OCr-b 



1463 CK >-CH 2 - 2 1 1 



-CH 2 -N-C- 



sh5 
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Table 1.13 4 



° N^' R^" (CH2) r k m n chirality ' R3 -(CHa^CH-^G-R 6 



1464 Ct-\ >-CH 2 - 2 1 1 



1465 Ct-\ )-CH 2 - 2 1 1 



1466 CH~Qh-CH 2 - 2 1 1 

1467 Ch-Qkch 2 - 2 1 1 



H 



H 



R a 



-CH 2 -N-C-(J 



-CH 2 -N-G 



9 M Cf3 




F 3 C 



-CHj-N-C-^ j 



Br 



-CH, 



-ff c -\_> 



1472 



1473 



1474 



1468 C\-i >-ch 2 -. 2 1 1 



1469 ChhQ-ch 2 - 2 1 1 



1470 c\~\ >-CH 2 - 2 1 1 



1471 o-4 >CH 2 - 2 1 1 



PH 3 



Q- 



CH 2 - 



12 0 R 



\J-CH 2 - 12 0 R 



Q 



CH 2 - 



12 0 R 



H 



H 



H 



H 



H 



N0 2 



-CH 2 -Jsj-C- 



Prf 

-CHi-M-C-^ 

F 



-CH 2 — N-C- 



(f°-\_/- a 



CH 3 



-CH,-[J-C-^J-F 
-CH 2 -N-C-^J 
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Table 1.135 



Compd. R V(CH 2 ) r 
No. FT 1 



k m n chirality R 3 



"(CH 2 )p-{-(CH 2 )5-G-R 6 
R 5 



1475 ' V 



1480 



i ■ 



FVcH r 



1476 II />-CH 2 - 

BC 



B 



1477 V 




CH, 



1478 bAI q 



_/ CH3 

1479 h 3 c-h^Vch 2 - 

CH 3 



,CH 3 



,OH 3 

1481 H,C-^y-CH 2 - 
H 3 C 



1482 BK Q-CH 2 - 



1 483 3 jfVcH 2 - 

H 3 C O 



1484 jy^r 



1485 H 3 C-\ >-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C- 



-CH 2 



9 



^ CF3 



-CH 2 -N-C- 



_ C H 2 -N-?-^ 
-CH 2 -N-C-^ 



.CF 3 



.CF, 
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Table 1.136 



C °N m = Pd r> (0H *T 



k m n chirality ~(CH 2 J-(CH 2 )^G-R 6 



1486 h 3 C-hQkch 2 - 12 0 R 



1487 H 3 C-\ ^ch 2 - 12 0 R 



1 488 h 3 c-^>-ch 2 - 12 0 R 



H 



-CH 2 -{*CHp 
H 2 N 





OCH, 



CI 



9 
c- 

H 2 N CI 
-CH 2 -N-C-<| 



1489 H 3 c-\ >~ch 2 - 12 0 R 



H 



~CH 2 -NhC-<\> 



1490 h 3 C-\ ^-CH 2 - 12.0 R 



-CH 2 ~J>^- 



1491 h 3 c-(\ >-CH 2 - 12 0 R 



H 



-CH 2 -N-C- 
H 



1493 



1494 



1495 



1496 



1492 h 3 c-\ >~ch 2 - 12 0 R 



no 2 



H 




^h 3 
^-CH r 

CH 3 
H 3 
CH 2 - 
CH 3 
H 3 
/~CH 2 - 
CH 3 
CH 3 

CH 2 - 
CH 3 



.12 0 R 



1 2 0 R 



12 0 R 



1 2 0 R 



H 



? 

-CH 2 -N-0~-^ 



H 3 C 



H 3 C 



WO 00/69432 



PCT/JP00/03203 



1 5 9 



Table 1.137 



Compd. 
No. 



2 >(CH 2 ) r . k m n chirality R 3 



"(CH 2 )p|-(CH 2 )5-G-R 6 



1497 



1498 



1499 



1500 



1501 



1502 



1503 



CH, 

CH 3 
CH 3 
-CH 2 - 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

-CH 2 ~ 
CH 3 
PH 3 

CH 3 

:h 3 

-CH 2 - 
CH 3 





12 0 R 



12 0 R 



12 0 R 



12 0 R 



1 2 0 . R 



12 0 R 



12 0 R 



H 



H 



H 



H 



H 



H 



H 



H H 3 C^r*"CH 3 
CH 3 



-CH 2 - N-C-<3 



-CH 2 -N-C- 
H 



? y° H3 

~CH 2 -fvhC-<J 



-CH 2 -U-C^> 



-CH 2 -N-C^_^-F 
F 

o /= / OCHFz 



1504 H, 



ch 2 - 12 0 R 



1505 0- CH r 12 0 R 



1 506 Ci 



1507 ci 



CH 2 - 2 1 1 



ch 2 - 2 1 1 



H 



H 



9 

-CH 2 -N-C 



_ C H 2 -jX(^ 



-CHj-N-G 



9 




Br 



-CH 2 - 



H 2 N 



H 2 N 



WO 00/69432 



PCT/JPOO/03203 



1 6 0 



Table 1.138 



C N m o Pd ' R^ (CH2) r k m n ch.rality ' R> 



1508 Ci-{ >-CH 2 - 2 1 1 



1509 CK i^CH 2 - 2 1 1 



H 



-(CH 2 ) r |-(CH 2 )q-G-R € 
R 5 



9 A 

-CHf-N-C-^-F 



1510 cK\ />-ch 2 - 2 1 1 



H 



9 /== 



_ C H 2 -N-c-y^ 



1511 Ch-t >-CH 2 - 2 1 1 



H 



-cH 2 ~^c^nr 



1512 CH\ >-CH 2 - 2 1 1 



1513 c K/- CH r 2 1 1 



1514 (h 3 cch 2)2 n-^-ch 2 - 2 2 1 



1515 H 3 CC^>CH 2 - 2 2 1 



1516 (h 3 cch 2)2 ^(^-ch 2 - 2 2 1 



1517 H 3 CcT^CH 2 - 2 2 1 



1518 



HQ 



h 3 ccmQkch 2 - 2 2 1 



H 



H 



H 



H 



-CH 2 -N-C-^J 



H 2 N 



?5o 



-CH 2 -N l -C- 



c- 

H 2 N 




H 2 N 



PI 



CI 



9 

-c- 

H 2 N 



- C H 2 -N-C-<^ 




Br 



-CH 2 -M-C 




.Br 



H 2 N 



WO 00/69432 PCT/JPOO/03203 
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Table 1.139 



No. 



k m n chirality R 3 



H 3 CO-^^-CH 2 - 



1519 ..^J^V^^ 2 2 1 



H 



-(CH 2 )pf-( 



-(CH 2 ) r } 7 (CH 2 ) 5 -G-R 6 
R 5 



CHj-^^-OCI-b 



,OH . 



1527 



1528 



1520 j>-CH 2 - 



1521 H 3 CO-4 >-CH 2 - 



1522 <fTy /r CH 2~ 



H 3 CO 

1 523 h 3 cohQ^ch 2 - 



H3CO 

1524 hc^Qkch,- 



1525 Br-i >-CH 2 - 



1 526 H 3 CO-(^^-CH 2 - 



H 3 CC) ' 
H 3 CGM 0~ CH2 ~ 



H 3 CO 

1529 hohQ-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 



-CH 2 -N-C-^ 



Br 



Br 



-CH 2 -||C-(3 



Br 



-CH 2 -fvJ-C- 



/=< 

-ch 2 -n-c-hQ 



-CH 2 -N-C- 



9 /=- 



-CH 2 -N-C-^ 



,OCF 3 



OCF3 



P /==< 



. CH2 _^ C _Q 



WO 00/69432 
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Table 1.140 



k m n chirality R 3 



-(CHgjifCH^G-R 6 
R 5 



1530- Br-^~^CH 2 - 12 0 R 
1531 h 3 ccm^~^ch 2 - 12 0 R 



_CH 2 -^ C -^ 
F 

-CH 2 -M-C^> 



1532 



(jr^-CHf 120 R 



-CH 2 -N-CH^> 



1533 H 3 C^-CH 2 - 1 2 0 R 



-CH 2 -M-C- 



9 




H 3 CO 

1534 ho-Q-ch 2 - 1 2 0 R 



H 



-ch 2 -^c-hQ 

F 



1 535 Br- {^y~CH z - 12 0 R 



.CF, 



- C H 2 _n-c-{~^-F 



1536 H 3 CO-<^^-ch 2 - 1 2 0 



1537 



2~ 1 2 0 R 



H 



-CH 2 -I^C-\ >-F 



1538 



h 3 co 

H 3 CO-^^-CH 2 - 



12 0 R 



H 3 CO 

HO-\~V-CH 2 - 



H 



-CH 2 -N-C-^J-F 



1540 B.— £Jh-ch 2 - 12 0 R 



H 



-CH 2 -NFC-^>-F 



WO 00/69432 



PCT/JP00/03203 



1 6 3 



Table 1.141 



CO N m o Pd ' R> (CH ^- * 



m n chirality R 3 



-(CH 2 )^f-(CH 2 )5-G-R6 
R 5 



1541 h 3 CO-\J-ch 2 - 12 0 R 



1542 



1543 



CH 



2 12 0 R 



H 3 CC) 

h 3 cc>hQ^c— 1 2 0 R 



h 3 co 

1544 HO^Q-CHr 1 2 O R 



1545 



1 2 0 R 



1546 h 3 C0-^^-ch 2 - 12 0 R 



Br 



1547 h 3 co-^^-ch 2 - 12 0 R 

Br 

'1548 H 3 c-^^-CH 2 » 1 2 0 R 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -JfC-<Q-F 
F 




-CH 2 -N-C- 



-CH 2 -M-C-^-F 
F 



9 CF 3 
~CH 2 -^C-0h-, 



-CH 2 -N-C-/~^ 



F 



H \=/ 



CF 3 



H \=/ 



CF 3 



H \=/ 



H 



9 ?Ha 



1549 H 3 c-< >-CH 2 - 1 2 0 R 



H 



£ CH=C(CH 3 ) 2 

-CH 2 -fvhC-<f 
H >C 



H 3 C 



XH 3 



1550 H 3 C-<v >-CH r ' 1 2 0 R 



H 



H 5 CO 



1551 H 3 C "^^" 



ch 2 - 1 2 0 R 



N(CH2CH 2 OH) 2 



WO 00/69432 
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Table 1.142 



°Z pd ' £>" <CH2 * 



lp km n chirality R 3 



-(CHaJjrMCH^G-R 6 
R 5 



1552 h 3 c-4>-CH 2 - 12 0 R 



1 553 h 3 C-hQ>-CH 2 - 12 0 R 



H 



H 



- C H 2 _^ C _Q 

9 



1554 h 3 c-<>-ch 2 - 12 0 R 



1555 . H3C-4 >-CH 2 - 12 0 R 



H 



H 



9 

-CH 2 -NHC ^ 



9 Jk>= 

H 3 C 



1556 H 3 c-( >-ch 2 - 12 0 R 



H 



1557 h 3 c-£^-ch 2 - 12 0 R 



1558 h 3 c-\ >-CH 2 - 12 0 R 



1559 h 3 c-Q-CH 2 - 12 0 R 

1560 h 3 c-^-CH 2 - 12 0 R 



1561 h 3 C-\_)-CH 2 - 12 0 R 



1562 H 3 C-4 }-CH r 12 0 R 



H 



H 



H 



H 3 C 
? S^CH 3 

H 3 C 



-CH 2 -js{-C 




-CH 2 -N-C-^ H 

H 3 c r^r ^CH 3 

-CH 2 -N-C-f I 
H 3 C 



H 3 

CH 3 
CH 3 



-CH 2 -N-C-<|I 
C 

0 2 N OCH3 



WO 00/69432 
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Table 1.143 



Compel. R S-( CH2 )._ k m n chirality R 3 ~(CH 2 )i(CH 2 k-G-R 6 
No. Pr p5 



1563 h 3 c-(~)--ch 2 - 12 0 R 



1565 



1567 



1569 



ch 3 

PH 3 



H <* r 



1564 H 3 c-^y-CH 2 - 1 2 0 R H 
CH 3 



HN 



^-CH 2 - 12 0 R H -CH 2 -N-C-H^-CI 

CH 3 H 3 CO 
CH 3 9 — . 

1566 D>" CH 2- 12 0 R H ~ CH 2-[t c -Q 

CH 3 °2 N OCH 3 



CH 3 • <1 /-v 

^>-CH 2 - 1 2 0 R H . 

CH 3 Hi'"' 



?. 

I - 



1568 r>-CH2- 1 2 0 R H hiT 



£W 1 2 0 R H P 

ck. -ch^c-Q : 



9 /K CI 

1570 H3C&-Qhch 2 - 2 2 1 - H -CH2-^C--Q 



H,N 



1571 H 3 CS-Q^-CH 2 - 2 2 1 H CH ^°^ 



CHr^_y-scH) 



1572 Q,£-Q- ma - 2 2 1 H -cm-N-O-/ 



H 

CF 3 



1573 2 2 1 - H -CHtN-O-TS 



WO 00/69432 
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1 6 6 



Table 1.144 



Compd. R S-(CH z ) r 
No. R 2 ^ Zi 



k m n chirality R 3 



-(CH 2 )X( 



-(C^^CH^G-R 6 
R 3 



1574 *oO«-K>ch,- 2 2 1 



H 



9 W CFa 

-CH 2 -N-C-^J 



1575 c^O«.£^Och 2 - 2 2 



1576 (Q^c-O-chj- 2 2 1 



1577 HOtCHJi-M-O-^-CHj- 2 2 1 



H 



9 

-CH 2 -N-C- 



irk} 

-CH 2 -N-C-/ > 



.CF 3 
H W 

.CF 3 



-CH 2 - 



H C 

1578 'ty^Q-cH,- 2 2 1 



H -CH 2 -f^C-/^ 



1579 <^£<>ch 2 - 2 2 1 



-CH 2 -N-C-f > 



P F 3 



H y=r 



1580 Q-n-ch-Q-ch,- 2 2 1 



1581 Ct-iJ-CHr 2 2 1 



1582 Ch\>-CH 2 - 2 2 1 



1583 Ci 



CH,- 12 0 R 



1584 cy-CJ-CHr 12 0 R 



H 



H 



H 



9 



-CH 2 ~N-0 x 

H \=/ 




Br 



-CHf-N-O 

o o 



O O 0 \ CH ) 

o o 



-CH 2 - 



P F 3 



H >=/ 
H 2 N 



-CHj-N-C-^J 
H,N 
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1 6 7 



Table 1.145 



Compd. BS_ (ch 2 ) r 
No. Pr 1 



k m n chirality R 3 



-(CH 2 )pf-i 



2)pHT( CH 2)q-G-R 6 

R 



1585 ci 



t-Q>-CH 2 - 12 0 R 



1586 ch\>-ch 2 - .12 0 R 



1587 ci-\>-CH 2 - 12 0 R 



1588 ci 



h-^-CH 2 - 



12 0 R 



1589 H 3 C-{ >-CH 2 - .12 0 R 



1590 h 3 c-0-ch 2 - 12 0 R 



1591 H 3 C-\ >-CH 2 - 12 0 R 



1592 H 3 c-< >-CH 2 - 12 0 R 



1593 H 3 c-Q~ CH2 " 12 0 R 



1594 



1595 



CH 3 

CH 3 
CH 3 

CH 3 



12 0 R 



12 0 R 



H 



H 



CI 



-CH 



_ C H 2 _N-E-^ 
-CH 2 -M-C-^ 
-CH 2 -N-C-0 



-CH 2 -N-C-f > 



OCF 3 



H )=/ 
H 2 N 



-CH 2 -NhC-f 

H V= N ' 



Br 



.Ci 



-CH^N-C-^J 

PC. 

-CH 2 -J^O 

H 2 N 




-CH 2 -ftC-< / > 



PCF3 



h y=y 

H 2 N 



WO 00/69432 
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1 6 8 



Table 1.146 



k m n chirality R 3 



"(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



1596 



1597 



1598 



1599 



1603 




:H 3 

^>-ch 2 - 

CH 3 
PH 3 

CH 3 
CH 3 
^H 2 - 
CH 3 

J~CH 2 - 
CH 3 




12 0 R 



12 0 R 



12 0 R 



12 0 R 



1600 Cl-(\ >" CH 2- 2.2 1 



1601 CHhQ-ch 2 - 2 2 1 

1602 C1-Q^ch 2 - 2 2 1 



Ct— 0>-CH 2 - 2 2 1 



1604 C(-Q^CH 2 - 2 2 1 



1605 CH-( >-CH 2 - 2 2 1 



1606 OhQ>-ch 2 - 12 0 R 



H 



H 



H 



H 



-CH 2 -N-C— f~S 



-CH 2 -N-C- 



-CH 2 -N-0 



-CH 2 



itkf 



9 

-CH 2 -N-C- 



.CF, 



H 2 N 



-CH 2 -N-C-^J 
H 2 N 



-CH 2 -N-C-f > 



P 



-CH 2 -N-C-^ 



p-O 



9 n-( CH3 



9 



,SCF, 



-CH 2 -N-C- 



WO 00/69432 
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1 6 9 



Table 1.147 



Compd. R V(CH 2 ) r k m n chirality ' R 3 -(CH 2 )p-f-(CH 2 )q-G-R 
No. R r ^ J 



:-d6 



1607 h 3 ChQ-ch 2 - 1 2 0 R 



ch 3 



ch 2 - 12 0 R 



CH 3 



1608 



1609 ci-<>-ch 2 - 2 2 1 



1610 Q-n-ShQhch,- 



2 2 1 



1611 2 2 .1 



1612 ^cotcH.b-N-c-Q-cH,- 2 2 1 



1613 ^o^j^Oc*- 2 2 1 



1614 f 3 csm( )-ch 2 - 1 2 0 R 



1615 



1616 F 3 CS-4 >"CH 2 - 2 2 1 



f 3 CS-^(^-ch 2 - 2 2 1 



1617 FjCS-fv >-ch 2 - 2 2 1 



H 



H 



H 



H 



9 /-< SCF3 

-CH 2 -N-C^Q 



SCF 3 



-CH 2 -N-C-^ 
-CH,-N-C-<_} 
-CH,-N-C-Q 
-CH s -N-C-{_) 

-ch^n-c-hQ 

-CH 2 -N-C-^J 

-CH.-hJ-C-^J 

-CHf-M-O-0 
H 2 N 

HoN 



WO 00/69432 



PCT/JP00/O32O3 



1 7 0 



Table 1.148 



Compd. R V(CH ,) r 
No. FT 1 



k m n chirality R 3 



"(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



1618 u „,J/=\_„ U _ 12 0 R 



HjCCM^jKCHj- 



1619 



HQ 



H 3 CO-hQ>-CH 2 - 1 2 0 



R H 



_ CH _M. C ^Q 



1620 ,.^J=\ 1 2 0 R 



1621 



H 3 CO-^~)-CH 2 - 1 



12 0 R 



.H 



H 



H \=( 
F 



-ch 2 -n-c-h^Jk-f 



1622 H3CC ^^ CH2 _ 1 2 0 . R 



H 



PF 3 



F 



1623 HO-4>-CH 2 - 12 0 R 



1 624 ho-\ >~CH 2 - 12.0 R 



H 



-CH 2 -N-C- 



1625 HO-4 >-ch 2 - 12 0 R 



-CH 2 -NhC-f J 



P F 3 



H \=( 
F 



1626 HO-4 /-CH*- 12 0 R 



-CH 2 -^C-^J^F 



1627 hohQkch 2 - 12 0 R 

1628 H3CShQkch 2 - 12 0 R 



H 



-CH 2 -N-C-f Vl 



CF 3 
F 



H \=( 
F 



9 



PF 3 



-CH 2 -N-C- 

H W 



WO 00/69432 
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1 7 1 



Table 1.149 



Compd. R V(CH 2 ) r k m n chirality 
No. FT 1 



-06 



"(CH 2 )£i-(CH 2 )q-G-R 
R 5 



1629 h 3 CSM^-ch 2 - 12 0 R 



1630 " |fVcH 2 - 12 0 R 
o 



1631 H2NCh 2 -hQ>-ch 2 - 12 0 R 



1632 



1637 



1638 



1639 



12 0 R 



h 3 cs 

1633 M 1 



NO 



2 0 R. 



1634 (h,c) 2 ch-\ }~CHi- 1 2 0 R 



1635 h 3 C-( Vch^ 12 0 R 



1636 . H 3 c-(\ >-CH 2 - 12 0 R 



CH 3 



ch 2 - 12 0 R 



CH 3 

:h 3 



-CH 2 - 12 0 R 



CH 3 
CH 3 



( 

CH 3 



CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 



-CH.-NpC-^ 

-CH 2 -^C-<^^C(CH 3 ) 3 
H3Q,CH 3 



H / — 



5? 



-CH 2 -N-C--^^-0(CH 2 )3CH l 



H -CH 2 -pj"C>-fj-[^C-OCH2CH3 



H 2 N 



WO 00/69432 
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1 7 2 



Table 1.150 



Compd. R >-(CH 2 ) r 
No. Pc 1 



k m n chirality R 3 



"(CH 2 ) F |-(CH 2 )5-G-R 
R 5 



-Q6 



1646 



CH 3 

1640 t^~ CH *- 

CH 3 
CH 3 

1641 ^" CH 2- 

CH 3 
CH 3 

1 642 !jV CH *- 

CH 3 
GH 3 

1 643 " 

CH 3 
CH 3 

1644 ^y-°^- 

CH 3 

1 645 O-O -0 " 2- 



SH 3 



CH 2 - 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



1 2 0. R 



12 0 R 



12 0 R 



1647 HjCtcHjij-^-cHj- 2 2 1 



1648 H,c(CH j)3 -^}-cH i ,- 1 2 0 



1649 h 3 c<ch,) 2 -{~)-ch 2 - 2 2 1 



1650 HaCfCH^-^Q-cH,- 12 0 R 



H 



H 



H 



H 



H 



9 



H -CHj-N-C-^^-N-fCHjJaCK 



-CH 2 - hJ-C-^^- OC F 2 CHC IF 



-ch 2 -m-c-Cn 
o 2 nhQ 



_ c „_^ c . w 



C H2 -N-C-^-C^Q 
-CH 2 -N-C-^ 

irk? 



f 

-CH 2 -N-C 



9 

-CH 2 -N-C- 



9 

-CH 2 -lvK> 



PF 3 



PF 3 



, CF 3 



9 



P F 3 



-CH 2 -N-C- 

H W 



WO 00/69432 
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1 7 3 



Table 1.151 



Compd. R V (CH } 
No. Pr ' 



k m n chiralily R J 



-(CHaJf- 



-p6 



R 5 



1651 h 3 c(ch 2 )3-hQ-ch 2 - 2 2 1'- 



1652 HjCtcHjjj-^-cHj- 2 2 1 



1653 H3C(ch 2 ) 2 --^)-ch 2 - 2 2 1 



1654 "3C(ch 2 ) 2 -(~^ch 2 - 2 2 1 



1655 . HjCtcH^-^^c^- 2 2 1 



1656 h 3 c(ch 2 )3-hQ^ch 2 - 2 2 1 



1657 h 3 c(ch 2 ) 2 --{^-ch 2 - 2 2 1 



1658 k,c(ch 2 ) 2 -( /-ch,- 2 2 1 



1659 O-Q-CHjr 2 2 1 



H 



H 



H 



^ cH2 ~0~ (cH2bc ^ 

-CH^N-C-Q 

h 2 n : 

\h2^^— (CH 2 hC Hb 

Br 



H 2 N 
a 



H 2 N 



CI 



-CHa-N-C 



-CH 



?M C ' 



9 



H 2 N CI 



1660 Br-4 >-CH 2 - 12 0 R 



1661 Br- i >-CH 2 - 12 0 R 



H 



H 2 N 

-CHj-N-C-/ 7 



H 2 N 



WO 00/69432 
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Table 1.152 



Compd. R V(CH 2 ) r 



k m n chirality R 3 



R 



1662 B<-\ )-CH 2 - 12 0 R 



1663 Br- ^^-CH 2 - 12 0 R 



1664 H 3 CS-\J~CH 2 -- 2 2 1 



1665 H 3 CS~\ >-CH 2 - 2 2 1 



H 




-CH^N-C-^J 
H 2 N 



P F 3 



• H 2 N 



H 2 N 



1666 Hj:s-Q-CH r 2 2 1 



~CH 2 -N-C-f >-F 
HUN 




1667 k,cch 2 -( >-ch 2 - 2 2 1 



- CH *-|T cH PC 



1668 h,cch 2 -Q)-ch 2 - 2 2 1 



1669 HjCCHz— ( /-ch 2 - 2 2 1 



H 



H 



9 



-CH 2 -N-C 




V 



-CH 2 ~jvhO 



H 2 N 
? 




HoN 



1670 KjCch 2 -h( >-ch 2 - 2 2 1 



1671 HjCCh 2 — ^ >-ch 2 - 2 2 1 



1672 HjCCH,-^ >-ch 2 - 2 2 1 



H 



-CH 2 -N-C-f > 



-CH 2 -NhC-<f~^ 



H >=/ 
H 2 N 

? /0GF3 



H >=/ 
H 2 N 



-CH 



r&0 

H 2 N 



P F 3 
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Table 1.153 



Co N m 0 pd ' 



k m n chirality R 3 



"(CH 2 )pf-(CH 2 )5-G-R 6 
R 



1673 h,cch 4 -Qkch 2 - 2 2 1 



H 



-CH 2 -^C-H^J^-CI 



1674 ^0~ CH 2" 2 2 1 

1675 F^O" 0 ^ 2 2 1 



1676 



1679 



1680 



1681 



CH r 2 2 1 



1677 t^y-™2- 2 2 1 

1678 ^-{~^- CH 2- 2 2 1 



CH 2 ~ 2 2 1 



/r-CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



Br 



H 2 i 

9 



H >=^ 
H 2 N 



H 2 N 




H 2 N 
H 2 N 
H 2 N . 



-CH 



-CH 2 -N-C-f A > 



PCF 3 



H >=/ 
H 2 N 



-CH 2 -^C^0 
H 2 N 



1682 F-^-CH 2 - 2 2 1 



1683 O-N-J-Q-CH,- 2 2 1 



H 



H 



9 

-CH 2 -N-C- 



N-C-^-CI 
-C^-j^C-f^ 
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Table 1.154 



Compd. R V(CH 2 ) r k m n chirality ' R 3 ~(CH 2 )pT7(CH 2 )3-G-R 6 
No. Pr n5 



1684 Q-^^Q-cH,- 2 2 1 



1685 Q-£^O ch '- 2 2 1 



1 686 0 _ {t &H 0" CHj " 



1688 



1689 



1691 



2 2 1 



1687 (^n-LQ-»v 2 2 1 



N-ij-Q-CH,- 2 2 1 



2 2 1 



1690 Q^LQ-ch,- 2 2 1 



Q^^O-ch,- 2 2 1 



H 



-CH 2 - 



2 



H >=/ 
H 2 N 



-CH 2 -N-C— 



H 2 N 



.Br 



_ CH _^ cH 0 
H 2 N 



-CH 2 -N-C 

H 2 N 



T Wf*o-p 

H 2 N 



H 2 N 



H ^ 
H 2 N 



? /"< Br 



£H 3 

1692 h 3 C-Q^CH 2 - 1 



2 0 R 



H 



y CH 3 

1693 H3 C<1-CH J - 1 2 0 R 



.CH 3 

1694 H3 c_rW 1 2 ° R 



H 



-CH 2 -N-C-^-F 
H 2 N 

H 2 N 
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17 7 



Table 1.155 



Compd. ^^>-(CH 2 ) r k m n chirality R 3 



"(CH 2 )p?-(CH 2 )p-G-R 6 



1695 



,CH 3 

H 3 C-<\ >-CH 2 - 



12 0 R 



-CH 2 -M-C-f > 



H >=/ 
H,N 



,CH 3 

1 696 h 3 chQ^ch 2 - 



"=( 1. 2 0 R 



,CH 3 

1697 H3 c^>cH 2 - 1 2 0 R 



,CH 3 

1698 H 3 C-0"CH 2 - 1 2 0 R 



CH 3 

1699 h 3 c-Q-ch 2 - 1 



2 0 R 



H 



_CH 2 _m-?-0 
H 2 N 

-CH 2 -N-C-< > 



H 

H 2 N 



9 

-CH 2 -N-C< 



&0 



OCF 3 



H 2 N 
H 2 N 



1700 



.CH 3 

M_ , u 1 2 0 R 

H 3 C- \_/~ CH2 " 



1701 H2C=ch-(^-ch 2 - 12 0 R 



1702 H 3 C 



ch 2 - 12 0 R 



1703 f^D^- 1 2 0 R 



1704 hoh(~Vch 2 - 12 0 R 



1705 c^TVcH, 1 2 0 R 



H 



H 



-c H r|t c "0" cl 



-CH,-N-C-f > 



P F 3 



H >=/ 
H,N 



-CH 2 -N-C-f > 



P F 3 



H >=/ 
H 2 N 




PF 3 



-CH 2 -N-C- 




CF 3 



-CH 2 -^CH0 
H 2 N 
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Table 1.156 



Compd. R V(CH 2 ) r 



k m n chirality " R 3 



No. R 



R 5 



-q6 



(CH 2 )p-G-R 



1706 



ch 2 - 12 0 R 



1707 H 3 C&-\ ^-CH 2 - 12 0 R 



12 0 R 



1 708 HiCCHj-iZ-CHf 



1709 (H>c) 2 cn-^Q-CHr 12 0 R 

1710 Br-^-CH 2 - 1 2 0 R 



H 3 C 



CH 3 

1711 %y-CHr 



12 0 R 



1712 ^Ho^-CH, 1 2 0 R 



1713 H3C K -■ 12 0 R 



CHjr 



HC 



1714 H 3 CO-\J-CH 2 - 
HO 



1715 



1716 




12 0 R 



12 0 R 



CH 2 - 



ch 2 - -i 2 0 R 



H 



H 



H 



H 



H 



H 3 N 




PP 3 



P F 3 



-CH 2 -N-C-0 
H 2 N 

fa? 



-CH 2 -hhO 

H 2 N 



-CH 2 -^C-/~S 



CF 3 



H )= / 
H 2 N 



-CH 2 -N"C- 



-CH 2 " 



~CH 2 ~^C- 



P F 3 



CF 3 



-CH 2 -N-C- 



-CH2-M-G 



.CF 3 



P p 3 
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1 7 9 



Table 1.157 



Compdi R V(CH 2 ) r 
No. FT 21 



k m n chirality R 3 



-(CH 8 Jf-( 



-(CH 2 )p-t--(CH 2 )5-G-R 6 
R 5 



PCHj 

1717 H 3 COH~)-CH 2 - 



1718 



1719 



1720 



CH, 



12 0 R 



12 0 R 



CH 3 



CH 2 - 12 0 R 



i-teco- 



:-i7/-CH 2 - 
CH 3 



12 0 R 



1721 «,cch 2 -hQ>-ch 2 - 12,0 R 



H 



H 



-CH^-N-O-^ 

-CHa-N-C-^J 
-CH 2 -N-C-Q 



1722 



1723 



fc" 1 2 0 . R 



CH 2~ 12 0 R 



7 CH 3 

^ H 3 C-ri-CH 2 - 1 2 0 R 



CH 3 



1725 H 3 C-^- 
H 3 C 



CH 2 ~ 12 0 R 



1726 H3Cch 2 -Qhch 2 - 12 0 R 



H 



H 



H 



H 



H 



F 



-CH 2 -N-C-< > 



CF 3 



H \=< 
F 



-CH 2 -IM-C-f > 



P F 3 



H \=< 
F 



-CH 2 -N-C-( ) 



H ^=< 
F 



P F 3 



-CH 2 -N-C-^-F 



1727 



CH 2 - 12 0 R 



9_rC 
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Table 1.158 




WO 00/69432 
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• 18 1 

Table 1.159 



Compd. R V(CH 2 )- k m n chirality R 3 -(CH 2 k|-(CH 2 k-G-R 6 

NO. R5 
1739 (H>c) 2 CH~Q^-CHr 12 0 R H -ch 2 -n-C-^J-f 



1740 



^> CH ^ 1 2 0 R H -CH 2 -N-L(5 



1743 ^Z}~ CH2_ 12 0 R • H 



_' CHa 

H 3 C 



1748 H>ccH 2 -<rVcH 2 - 12 0 R H 



1749 h 3 C-TVch 2 - 1 2 0 R H 



F 

Br 



1741 H 3 CS-Q-CH 2 - 1 2 0 R H 



1742 *cch 2 -Q~ch 2 - 1 2 0 R H _ CH2 _^_^ 



1744 H3 c_^1ch 2 - 12 0 R H "CH 2 -N-t^ 



CH 3 . ^ Br 



1745 h 3 c-^~)-ch 2 - 1 2 0 R H 



1746 {H3C) 2 ch-hQ^c>h^ 1 2 0 R H _ ch ^£_£^ 

1747 rA__/ CHr 1 2 0 R H -CH*-ishC-^> 



H >==/ 
H 2 N 

9 Br 



_ C H 2 _N. c -0 



H 2 N 

Br 



_ CHj _w. c _0 

H,N 
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1 8 2 



Table 1.160 



Compd. R V(CH 2 )=- 
No. R 2/ Zh 



T k m n chirality R 3 



1750 



CH2 12 0 R 



1751 h 3 cs-\ >-ch 2 - 1 2 0 • R 



1752 ^cch 2 -\ \- C H 2 - 12 0 R 



/~ CH 2- 12 0 R 



1753 



CH 3 

1754 H3C _^y cH2 . 1 2 0 R 



PH 3 

1755 h 3 c-^^-ch 2 - 12 0 R 

H 3 C 

1756 (H3C} 2 ch-^^-ch2- 12 0 R 

Br Br 

1757 B ^T\- 0Hr 12 0 R 

BrBr 
B V/ Br 

1758 h 3 CCh/^Vch 2 - 12 0 R 

BrBr 

1759 H 3 c-{^CH r 12 0 R 



1760 H 3 c-^ )-zh 2 - 12 0 R 



H 



H 



H 



H 



H 



PCF. 



H W/ 



-CH 2 -N^C-<f > 



PCF 3 



H 



-CH P 



OCF, 



-CH 2 -N-C 



,OCF 3 



PCF 3 



-CH 



-CH 2 -N-<> ^ 



9 

-CH 2 -N-C" 



o 



-CHj-N-C-^^^OCKj 
Q 

CF,CHCIF 
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1 8 3 



Table 1.161 



Compd. R S_ (C H 2 ) r k m n chirality 
No. R z 



iCHg^CH^G-R 
R 5 



-d6 



1761 HaC-^^-CH^- 1 2 0 R 



1762 



1765 



1769 



1770 



•1771 



-CH2- 12 0 R 



CH 3 

1763 Qh-ch 2 - 2 2 0 

1764 ^y-CH r 2 2 0 



o 



ch 2 - 2 2 0 



1766 (^}~ CH 2- 2 2 0 



1767 ci 



CH 2 - 1 3 1 



1768 ci-^^-CH r 1 3 1 



CH 3 

-ch 2 - 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 



1 2 0 R 



1 2 0 R 



12 0 R 



H 



H 



H 



H 



H 



H 



-cnr-N-c 



9 jt^Q- ci 

N-C-^Q CI 



2 h y=/ ci 



OCH 2 CH 3 



q OCH 2 CH 3 



O /° 
-CH 2 CH 2 -W-C-^ 

(S) ^ OCH 2 CH 3 

CH 2 CH(CH3) 2 
(H) p OCH 2 CH 3 



i n W 
CH 2 CH(CH 3 ) 2 



0 OCH 2 CH 3 



_ C H 2 -n-c-<Q 



-C HaCHy-N-C-^^ 



OCH2CH3 



9 



9-jrQ- ci 



- CH*- M- C-^ 7- OC H 3 

O-CHCF2O 
F 



HN-C- 

-CH7-N-C CI 



-!t c -<3 



-CH 2 -N-CHp 

(HjOjC-fpH-N-C^ 
H,C H O 



WO 00/69432 PCT/JPOO/03203 



Table 1.162 



1 8 4 



m n chirality "R 3 



-(CH 2 )i(CH 2 te-G-R 6 
R 5 



CH, 



1772 



1773 



1774 



CH 2 - 
CH 3 
CH 3 

CH 3 
CH 3 

CH, 



1 2 0 R 



12 0 R 



1 2 0 R 



H 



9 

-CHz-+J-C 
H,C 



H 3 C 



1775 



1777 



HO-^-CH 2 



H 3 co 



12 0 R 



1776 h 3 co^-ch*- 1 2 0 R 
HO' 



CHj- 



2 2 1 



ci 



1778 H 3 c-^- C H2- 2 2 1 



1779 <£-^D -CH 2 - 2 2 1 



1780 Br-Q-CH 2 - 2 2 1 

1781 hcmQhcH;,- 2 2 1 



H 



H 



CF, 



H 2 N 
H 2 N 



-CH 2 -N-(> 



O 
H 2 N 




H 2 N 



-CH 2 -r^o-/~i 



CF 3 



H )=/ 
H 2 N 



H 2 N 



-CH 2 - 

H 2 N 



1782 . h 2 och-^jHch 2 - 2 2 1 



9 

-CH 2 -N-C 




H 2 N 
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185 



Table 1.163 



r R 1 R 

nT^ R 2^ (CH2) i~ k m n Chiralit y R3 -(CH^fCH^G-R 6 

H 



1783 no-4 />-ch 2 - 2 2 1 



1784 <Q>-ch 2 - 2 2 1 



H 



CF 3 



1785 ch,(ch,)j-^)-ch 2 - 2 2 1 



1786 



W~ CH2 ~ 2 2 1 



1 787 CHjicHjij-^-c^- 12 0 R 



• PH 3 

1788 nc-O-CH,- 2 2 1 



1789 HsCO-^^-cht- 2 2 1 



1790 



CH2- 1 2 0 S 



1791 o-hQkchj- 1 2 0 S 



H 



H 



_ CH2 _Jh0 

H 2 N ■ 



P F 3 



H 2 N 



.CF, 



H 2 N 



-CH.-N-C- 



9 

-C- 
H 2 N 




CF 3 



H )=/ 
H 2 N 



H 2 N 




£F 3 



-CH 2 -N-CH0 



OCF 3 



1792 



CH 3 



2 2 1 



H 



H >=/ 
H 2 N 



1793 



CH*- 



2 2 1 



H 



H 2 N 
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Table 1.1 64 



1 8 6 



C °nT r^< CH *T k 



m n chirality "R 3 



1794 h 3 C-^~^ch 2 - 2 2 1 



1795 



1796 



2 2 1 



ch 2 - 2 2 1 



1797 ho-Q-ch*- 2 2 1 

1798 h 3 ccm^~^ch 2 - 2 2 1 



1799 h 2 och4 yen?- 2 2 1 



1800 nchx>-ch 2 - 2 2 1 



1801 O^CH,- 2 2 1 



1802 HCH y^- CH z- 12 0 R 

H 3 CCH 2 0 



12 0 R 



1803 HC ^yJ^CH 2 - 

H 3 C 



1804 h 3 c(ch 2)2 -h(^ch 2 - 2 2 1 



H 



H 



fl 4 



R b 



9 



-CH 2 -JSHC-^^~F 
H 2 N 





9 

~CH 2 -N-C 



H 2 N 

-CH 2 -j^C-H^^-F 
H 2 N 

H 2 N 

P 



-CH 2 -N-C- 



-CH 2 -N-C-^ V F 
H 2 N 





-CH 2 -N-C-^J^~F 
H 2 N 




-CH 2 -N-C-^ VF 
H 2 N 




-CH 2 -N-C-f VF 



H )==. 
H 2 N 



~CH 2 - 



CF 3 



h y=/ 

H 2 N 



9 /»< CF3 
~ CH2 ~[t c ~w 

H 2 N 

-CH 2 -N-C-(J-F 
H 2 N 
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Table 1.1 6 5 



1 8 7 



Co Z 9d ' R^" (CH2)r k m n chirali, y R5 



1CH 2 ^f-(CH 2 )5-G-R 6 
R 5 



1807 



1808 



1810 



1811 



1814 



1815 



8r-{~}-CH 2 - 


1 ' 2 


0 


R 


H 


-ch 2 -n-chQ 


HgCO-QhCHr 


1 2 


0 


R 


H 


-CH 2 -jshC-<C/ 


H 3 CO 








H 


? r-< SCf3 




1 2 


0 


R 


H 3 CO-^^-CH 2 - 


t 2 


0 


R 


H 


9 / SCF 3 

-ch^chQ 




1 2 


0 


R 


H 


9 / SCF 3 

-,CH 2 -hhC-Q 


Sd 


1 2 


0 


R 


H 


9 / scp 3 

-CH 2 -N-C^Q 




2 


0 


R 


H 


9 / SCF 3 
- CH ^jt C "0 


H 3 CS-{^-CH 2 - 1 


2 


0 


R 


H 


-CH^N-C-^J 


H 3 CCH 2 -H^^-CH 2 - 1 


2 


0 


R 


H 


9 , SCF 3 

-ch 2 -n-chQ 




2 


0 


R 


H 


9 / SCF 3 
-CH 2 -N-C-(3 


CH 3 

H 3 C ^l/~ CH 2" 


2 


0 


R 


H 


9 >CF 3 
-CH 2 -N-C-Q> 
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Table 1.166 



1 8 8 



m n chirality R 3 



R 

-(CHs^CH^G-R 6 
R 5 



1823 



1824 



1816 (Ch^ch-^Vchj- 12 0 R 



1817 (CH 3 hc-\ >-ch 2 - 12 0 R 



1818 Bi-4 >-ch 2 - 12 0 R 



1819 ^oo-Q-ch*- 12 0 R 



h 3 co 

1820 hcm(>ch 2 - 1 2 0 R 



1821 H3C ^y_ CH ^ 1 2 0 R 



1822 ho-(~)-ch 2 - 12 0 R 



ch 2 12 0 R 



c5> 



CH 2 1 2 0 R 



1825 H 3 c&-( >-CH 2 - 12 0 R 



1826 h 3 cch 2 -(>ch 2 - 12 0 R 



H 



H 



H 



9 _/ CF3 



-CH 



OCHF 2 



OCHFp 



9 ( QCHF2 

ff_w 0CHF2 
ff w OCHF2 

-CH ? -N-C-(J 

-CH 2 -N-C-^J 

y OCHF 2 

-ch 2 -n-c-hQ 



WO 00/69432 



PCT/JPOO/03203 



Table 1.167 



1 8 9 



c °N m o pd ' R^~ (CH2) i" k m n chirali, y R3 



1827 



1828 



1834 



1837 




CH 2 - 



CH 3 

h 3 c-a /y-cH 2 - 



,CH 3 

1829 h 3 c-{^-ch 2 - 

H 3 C 

1830 (CHjfcC H-^-CHj- 



1831 Br-\ >~CH 2 - 



1832 HaCO-^jf-CHj- 



H 3 CC)^ 

1833 hcmQkch 2 - 



H 3 CO-^^-CHj' 



1835 ho-C >-ch,- 



1836 £A /~ CH 2~ 



CH 2 - 



2 0 . R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



"(CHg^CH^G-R 6 



-CH 



( OCHF 2 



-CH 2 -N-C-^ 



OCHF 2 



OCHF 2 



-CH 2 -N-C-h^ 



,OCHF 2 



9 0-^C(CH 3 ) 3 



-CH 2 -N-C- 



9 CKxC(CH 3 ) 3 



ff 0^-C(CH 3 ) 3 



-CH 2 -N-C-^J 



9 av-C(CH 3 ) 3 



E-o-u 



-CH 2 -N-C- 



9 O^C(CH 3 ) 3 
-CH 2 -N-C-^J 



9 O^C(CH 3 ) 3 
-CH 2 -N-C-Qf 



9 O^C(CH 3 ) 3 
-CH 2 -N-CHjf 
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Table 1.168 



1 9 0 



C °N m o Pd - R>< CH *>r 



k m n chirality R 3 -(CHsJfpHCH^G-R 6 



1838 H 3 cs-( >CH 2 - 



1839 HaCCHj— { )-CH 2 - 



1 840 P"\_/~~ CH2 ~ 



1841 



CH 3 

H sC-(~J-CH 2 - 



1 842 h 3 c-{~^-ch 2 - 

H 3 C 

1843 (CH 3 ) 2 CH-( = yCH r 



1844 (CHahC-C^-CHj- 



1 845 H 3 CCH 2 — ^^l-CH^- 



,CH 3 

1 846 H 3 c-4~y-CH 2 - 
H 3 C- 



1847 (ch 3 )jC-<Q>-ch 2 - 



1848 



H 3 cq 

HO-^-CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2.0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



9 O^C(CH 3 ) 3 
-CHr-N-C-Qf 



9 CX^C(CH 3 ) 3 



9 ,O^C(CH 3 ) 3 



-CH 2 -W-C-^J 

9 CX^C(CH 3 ) 3 

-ch 2 -n-c-hQT 

9 O^C(CH 3 ) 3 
-CH 2 -N-C-^J 

9 <X^C(CH 3 ) 3 
-CHa-N-C-^J 

9 O^C(CH 3 ) 3 



-CH 2 -N-C^ J| 



-CH; 



CH 2^3~ CH2CH3 



Q ,SCF 3 



-c H! -jj-c^5 



,OCHF 2 



4 H 
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Table 1.170 192 



C Nk> Pd ' R 3^ (CH 2)r k m n chirality R * -(CH 2 )^(CH 2 fc-G-R 6 
. R 5 



HQ 

1861 



1865 



1860 HO^>CH r 1 2 0 R H -CH 2 -M-?-f5 



H )=/ 
H 2 N 



H 3 CC^^CH 2 - 1 2 0 R H ^ C h 2 -n-?^0 

H 2 N 

1862 ho-<Q-ch 2 - 1 2 0 R „" -ch 2 -n-?-0 B ' 

H 2 N 

1863 ^>CH 2 - 1 2 0 R H -CH 2 -l0 Br 

H 2 N 

Br 

1864 h 3 csmQk C h 2 - 1 2 0 R h -ch 2 -n-?-0 

H 2 N 

?5> C,V 1 2 0 R h • -ch 2 - rlC? 



H 2 N 



1866 h 3 c-0^ch 2 - 1 2 0 R H -cH^Lf^' 

h 3 c H 

H 2 N 



1867 (ch 3 ) 2 ch-{>ch^ i 2 0 R „ -ch 2 -m-L0 

H 2 N 



Br 



1868 (ch 3)3 chQkch 2 - 1 2 0 R h -CH r ffC-0 

H 2 N 

1869 BrHQ-CH 2 - 1 2 0 R H -CH.-n-LM' 



H >=/ 
H 2 N 



1870 h 3 cc>0-ch 2 - 1 2 0 R H 



-CH 2 -N-t0 
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Table 1.171 



1874 



1875 



1878 



1879 



H 3 CQ n 



1877 h 3 cch 2 -( >-ch 2 - 12 0 R 



1881 (Ch 3 ),ch( }-ch 2 -- 1 2 0 R h 




1871 hohQ-ch 2 - 1 2 0 R h -ch.-n-c-^ 

H 2 N 

1872 H 3 CC^>CH 2 - .1 2 0 R H -CH 2 "N-?-H0 

H 2 N 

1873 HCt^ycH 2 - 12 0 R h ~ ch 2-^c-^ 

H 2 N 
H 2 N 

^y-° H *- 1 2 0 R h " ch 2-n-c-h0 



H )=/ 
H 2 N 

1876 H 3 cs-^y-CH 2 - 1 2 0 R H ' -ch 2 -j|C-h^J 

H 2 N 

~CH 2 -N-C^0 
H 2 N 

I 



(^ycH r 12 0 R H - CH ^c-H0 

H 2 N 

CH 3 I 

H 3 C~^^-CH 2 - 1 2 0 R. H -CH 2 -rvhC-^> 

H 3 C H 2 N 

1880 (ch^ch^^ch^ 1 2 0 R H ~ CH 2"|^ C "^0 



H 2 N 

I 



-ch 2 -[|C-0 

H 2 N 
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Table 1.172 



C °No. 6 ' R2^" (CH2) i k m n chir a'«ty R 3 -(CHajJ-fCHjfe-G-R 6 
. R 5 

1882 Br-Q-CH S - 12 0 R H -CH,-J-M° 2 



1886 ho\ /-ch 2 - .12 0 R 



1887 p^/~ CH 2- 1 2 0 R 



H 



1892 h 3 o^ch 2 - 1 2 0 R 



H 2 N 

N0 2 



1883 HaCO-Q-CH*- 1 2 0 R h -^ r JL0 

H 2 N 

h 3 co 0 no 2 

1884 HC> ^ CH ^ 1 2 0 R H -CH 2 -^ShQ 

1 885 u ^rJrV™ _ 12 0 R u 




H 3 CO~^^CH 2 - 1 2 0 R H -CH 2 -N-C- 

N 

-CH 2 -N-C-^J 



H 2 N 

NO, 



-CH 2 -N-C-^ 



H 2 N 

1888 ^P~CH 2 - 12 0 R H -c^-J^J 

H 2 N 



9 yN ° 2 




1889 HjCS-Q-chjt 1 2 0 R h -c„ r J^ 

H 2 N 

.1890 h 3 cch 2 -^Q^ch 2 - 1 2 0 R h _ CH _^-/~\ 



NO 2 



H )=/ 
H 2 N 



1891 0^>CH 2 - 12 0 R H -CH 2 -N-L0 



NO 2 



CH 3 ^ ■ NO 9 



H 2 N 

H -CH 2 -N-C 



H 

H 2 N 
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Table 1.173 



1 9 5 



Compd. R V(CH 2 ) r k m n chirality 
No. Fr 



"(CH 2 )X 



- D 6 



p-H(CH 2 )g-G-R 
R 5 




1893 h 3 c-^ /-CH 2 - 12 0 R 

H 3 C 

1894 (^^ck-^Vchjj- 12 0 R 



1895 <ch 3 )3C-( ycH 2 - 12 0 R 



1896 



CH 2 - 



12 0 R 



1 897 h 3 cs-\>-ch 2 - 12 0 R 



1898 h 3 cch 2 -\ >-ch 2 - 12 0 R 



1899 (ch 3 )2Ch-( VcHg- 12 0 R 



H 3 CO 

1900 HC ^Qkch 2 -. 1 2 0 R 



1901 h.cic^-hQ-chj- 1.20 R 



1902 



ch 2 - 120 R 



1903 (CH^H^QhCH^ 2 2 1 



H 



H 



H 



H 



H 



H 



-CH 2 ^CHp 
H->N 



-CH 2 -^CH0 
H 2 N 



NO 2 



-CH 2 -^C-0 
H 2 N 



NO 2 



-CH 2 -^C^0 
H 2 N 



PCF 3 



-CH 2 -N-C-0 
H 2 N 



OCF 3 



9 w OCF3 ' 

-CH r N-C-^ 
H 2 N 

9 /OCf=3 



-CH 2 -N-C- 

H W 



^1 



H 2 N 



-CH^N-C-f X > 



pCF 3 



H >=/ 
H 2 N 



-CH 2 -N- 
H 



9 




pCF 3 



H 2 N 



-CH 



H 2 N 



OCF 3 



? /-< 0CF3 

-ch 2 -^c-hQ 

H 2 N 



• 

WO 00/69432 
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Table 1.174 1 9 6 



C °No. 6 ' R2>~( CH 2)j k m n chiraiity R 3 - (C h 2 jJf 



1909 h 2 <>ch-\^)-ch 2 -- 12 0 R 



H 



H 



1910 - Br-\y C H 2 - 2 2 1 



CH 

1913 



(CH 2 ^-(CH 2 )^G-R 6 
R 5 



o 0CF:1 

1904 HjCWrTVcHr 2 2 1 - u -rw -kJL 



H 2 N 

1905 C hhQ-ch 2 - 1 2 0 R h -CH 2 -N-^H0 



1906 



H 2 N 

PCF, 



H 2 N 



1907 HO-<Q-CH 2 - 12 0 R H _cH 2 -M-?-f1 

H 2 N 

1908 HaCO-T^CHjr 12 0 R 



OCF. 



-CH 2 -N-C-H0 
H 2 N 

H 2 N 



-CH 2 



H 2 N 

,OCF 3 



H 2 N 

1911 CHHfVcH 2 - 2 2 1- H -CH 2 -JU 



P p PCF, 




H >==/ 
H 2 N 



1912 hohQkch 2 - 2 2 1- H ^ch 2 -^-/^° CF3 




H 3 N 



H 2 N 

Q OCF3 

1914 H 3 C-<^CH :r 2 2 1.. H -cHrW-oVj 

H 2 N 



WO 00/69432 
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Table 1.175 




WO 00/69432 



PCT/JP00/03203 



19 8 

Table 1.176 



C °Wo P<j ' R2^ (CH 2)i~ k m n chirality R 3 -(CH 2 )pf-(CH 2 )q-G-R 6 
' 

1926 r^TYcH- 2 2 1 - H 9 ^H 5 ^ 3 

1927 hcm(>ch 2 - 2 2 1 - H _ CH2 _^_^ SCF3 



1928 



1929 



1932 



CP" 0 *" 2 2 1 - H 



1933 H,C 



CH 3 

1934 H 3 C-^ ^-CH 2 ~ 2 2 1 H 
H 3 C 




.SCF 3 
H W> 

SCF 3 

„ _> 



1930 H jC ^>CH r 2 2 1 - H _ c „^l_^ Cf ' 

CO C 

1931 h 3 cch 2 ^Q-ch 2 ~ 2 2 1 h _ CH _J^< 



H \==/ 

,SCF 3 



H \=/ 

CH 3 SCF 
:-0-CH 2 - 2 2 1 - H -CH 2 -*lrS " 



H \=/ 

SCFi 



1935 o 2 n^Q-ch 2 - 2 2 1 h _ CH _J?_/"< 



1936 HsC-Q-CH,- 2 2 1 - H „ CH JLH 



SCF 3 

„ w> 

.SCF 3 



WO 00/69432 



PCT/JP00/03203 
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Table 1.178 2 °° 



C °No. 6 ' r2^ (CH2) ' k m n ch iraiity R' -(CHg^pf-fCH^G-R 6 
R^ 

CH 3 

1948 H . r /=W_ 2 2 1 - ■ u ? ■ 



1957 



1958 



H 3 n_>-CH 2 - 2 2 1 ' H _ C h 2 -^?-^_ CH3 



CH 3 



1949 h 3 c-\>-ch 2 - 2 2 1 - h 9 W 



1950 o 2 N-\ >-ch 2 - 2 2 1 



1952 Br-\ >-ch 2 - 2 2 1 




1956 ho-^^-ch*- 2 2 1 



H 



Br 

CH, 



-CHj-N-C-f V 



Br 

CH, 



H W 



Br 



1951 H 3 C-Q-CH 2 - 2 2 1 H 9 /-C 

W -CH 2 -N-C-Q^CH 3 

". H -CH 2 -4-^ F 

1953 h 3 co-Qkch 2 - 2 2 1 - H _ CHr J_^y F 

1954 K>CH 2 - 2 2 1 H _^*rC 



-CH 2 -N-C-^ >-F 



'955 2 2,- „ -o^l<^ 



CH 2 -N-C-^J-F 
2 2,- H -aVjfS<£ 

CP" 0 * 2 2,- H 



WO 00/69432 
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2 0 1 

Table 1.179 



^nT^ r2>~ (CH2) " k m n chirality R' -(CH 2 )^-(CH 2 )^G-R 6 



1961 



1960 h 3 cch 2 -\ >-ch 2 - 2 2 1 h 



1964 o 2 i*-\ /-CH2-. 2 2 1- H 



Br 

F 



1959 h 3 CS^>ch 2 - 2 2 1 h . _ 

~ CH 2"^ C "A=/ ! 



^P" CH2 " 2 2 1 - h -ch 2 -n-?-^Tp 

CH 3 Br 
1962 H 3 CHficH 2 - 2 2 1 - H -CH 2 -^-hTS-F 



, 2 -Jk5-, 

1963 h 3 c-^>ch 2 -. 2 2 1 - H _ CH _J_(j^F 



-CH 2 -N-C-H^JKF 
Br 

1965 h 3 c-{>ch 2 - 2 2 1 H . -c* r N-(L(^F 

1966 (ch 3 ) 2 ch-Q^ch^ 2 2 1 H _ OT _J!^i_ F 



-CH 2 -N-C 

2 H W 



9 / 

1967 Br^^-CH 2 - 2 2 1 H ~ CH 2"^" C "^0 

H 2 N 

1968 h 3 ccmQk-ch 2 - 2 2 1 h -ch 2 -n-c-^J 



h >=/ 

H 2 N 



1 969 hohQkch 2 - 2 2 1 H -ch 2 -n-c 




h y=J 

hUN 



WO 00/69432 
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Table 1.1 8 0 



2 0 2 



Compd. R -> ( CH : 
No. FT 



)j k m n chirality R 3 -(CH 2 Jf-(CH,VrG~R 6 
. R 5 



1970 ryj-™*- 2 2 1 



1971 



CH 2 - 2 2 1 



H 




9 



-CH^C ^ 



-CH2-N-C-/ } 



H,N 



1972 h 3 cs-4>-ch 2 - 2 2 1 



1973 h 3 cch 2 — ( }-ch 2 - 2 2 1 



1974 



H 3 C-H C/- CH 2- 



2 2 1 



1975 o 2 n-h( Vch 2 - 2 2 1 



1976 H 3 c-i >-ch 2 - 2 2 1 



1977 nc-h^-ch 2 - 2 2 



1978 (chj)2ch-( V-ch^ 2 2 1 



1979 



2 2 2 1 



1980 cH\ >-ch 



2- 2 21 



H 



H 



H 2 N 



-CH 



,-N-CHf > 
H 2 

5? 



H >=/ 
H 2 N 



_ CH2 _ K . c _^j 

H 2 N 

9 

-CH 2 -jNhO 

H2N 

H 2 N 




-CH 2 -h|-C- ^ 
H 2 N 

-CH 2 -N-C-0 
H 2 N 



-CH 2 -N-C 




✓ \ 



H 2 N 



-CH 2 -N-C-^JKF 
H 2 N 



WO 00/69432 



PCT/JP00/03203 



2 0 3 



Table 1.181 



C °N m o Pd ' R> (CH2) r k 



m n chirality r 3 



-(CH 2 )p4-(CH 2 ) r G-R 6 
R 5 



198 1 0 2 N-\ >-CH 2 - 2 2 1 



1982 nc-^>-ch 2 - 2 2 1 



1983 (ch^h-^-chj- 2 2 1 



1984 Br-\>-CH 2 - 2 2 1 



1985 HjCCHL^-chj- 2 2 1 



1986 ho-(~)-ch 2 - 2 2 1 



1987 P-0~ CH 2" 2 2 1 
O 



«5> 



ch 2 - 2 2 1 



1988 



1989 H 3 cs-\ ycH r 2 2 1 



1990 h 3 cch 2 -\ >-ch ? - 2 2 1 



1991 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 




H 2 N 



H 2 N 



H 2 N 
H 2 N 

-CH 2 -N-C-H0 



H 2 N 



H 2 N 



H 2 N 

^CH 2 -[|C-H0 
H 2 N 

-CH 2 -|*-OHf ? 



H )=/ 
H 2 N 



H 2 N 



WO 00/69432 
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Table 1.1 82 2 0 4 



C °NT d ' R 2>~ {CH 2>i k m n chirality R 3 -(CH 2 ^(CH 2 b-G--R 6 
— 

CH I 

1992 H 3 CH^-CH 2 - 2 2 1 - H ~^l-0 

H 2 N 

1993 0 2 nhQ-ch 2 - 2 2 1 H -ch-J..^ 

H 2 N 



CH 3 



2002 

k 0 



1994 h 3 ChQ-CH 2 - 2 2 1 h - C H 2 -^?H0 

H 2 N 

1995 nchQkch 2 - 2 2 1 - h _ C h 2 -^L0 

H 2 N 



1996 (ch 3)2 ch-Q-ch^ 2 2 1 h .-cH 2 -{shc-0 

H 2 N 

I 



1997 H 3 c-Hp- C H 2 - 2 2 1 - h -cH 2 -hh£-0 

"a 0 H 2 N 

1998 Br^Qy-cH,- 2 2 1 - H 

1999 h 3 CC^O- ch 2- 2 2 1 - H 9 /-£ 



H \=/ 

a 



2000 f-^)-cH 2 - 2 2 1 H /r-i 

^-^ -CH 2 -N-C-f > 



2 H ' W 



2001 ho<>ch 2 - 2 2 1.- H -CH rfr ^ 



WO 00/69432 
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2 0 5 

Table 1.183 



° R^ (CH2) i" k m n Chirality R3 -(CHa^fCH^G-R 6 

H 



2003 



CP"'" 2 " 2 2 1 - H -CH r Jc-(S 

2004 h 3 CShQkch 2 - 2 2 1 H _ CH _J._f{ 



2005 h 3 cch 2 -£>-ch 2 - 2 2 1 H 



2008 H 3 C-i h<^T 2 2 1 



2012 Br-( x >-CH 2 - 2 2 1 



2013 H 3 CO-\ >-ch 2 - 2 2 1 



P 

„ _> 

CI 



C 

H 3 CHQ-CH r 2 2 1- H -CH^N-K^ 



/ CH 3 ^ P 

2006 



2007 c^N^Q-CHf- 2 2 1 H "CH 2 -N-L(3 



2009 nchQ-ch 2 - 2 2 1 H -ch^c-^ 



2010 (CH^jCH-^-CHr 2 2 1 H -ch -wc-/~S 



„ J 



CH 3 

_/ 3 n CI 



2011 H 3 CHpKCH 2 - 2 2 1 H '_ CH _J_£i 

H 3 C H 



-CHj-N-C-^J-a 

-CHz-r^c-^J^-ci 



WO 00/69432 
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Table 1.184 206 



C ° N ^ Pd ' R>"< CH 2)i k m n chirality R o -(CH 2 )^(CH 2 fc-G-R 6 

-j5 



2016 



2014 ho-^-ch 2 - 2 2 1 

2015 o-^)-ch 2 - 2 2 1 



Br 

CI 



^ -CH 2 -N-C-^JH-CI 



2017 h 3 cs-^-ch 2 - 2 2 1 H 9 



-CH 2 -N-C-^^-CI 

2018 H3CCH.-Q-CH,- 2 2 1 h 9 

. -CHj-N-C-^^J-CI 

2019 P-O-CH,- 2 2 1- H 9 X 8 ' 

_V CHa Br 

20 ^0 h 3 C-^ch 2 - 2 2 1- h _ CH2 . H J^ a 

2021 o ; ,n-/ = \-ch 2 - 2 2 1 - H 



-CH 2 -N-C-^Ka 

2022 H 3 c-T)-CHr 2 2 1 h 9 W* 

w -CH 2 -N-c-^J)-a 

2023 nchQ-ch 2 - 2 2 1 H 9 

v - / -cH 2 -i^c-H^j-a 

2024 (ch^ch-Qkch,- 2 2 1 H 9 

-CH 2 -N-C-^J-a 



WO 00/69432 



PCT/JP00/03203 



Table 1.185 



2 0 7 



Compd. R V(CH 2 )r 
No. Pr ' 



k m n chirality R 3 



-(PH 2 )p-t7(CH 2 )q-G-R 6 
R 5 



.CH-, 



2025 h 3 c-^^-ch 2 - 

H 3 C 



2026 



2031 



2032 



2033 




2 2 1 



2 2 1 



2027 BrH^- 



CH 2 - 2 2 1 



2028 H 3 CO-Qy-CH 2 - 2 2 1 
°2029 HO-^~^-CH 2 - 2 2 1 



2030 p-yJ KCH 2 _ 2 2 1 
o 



a 2 2 1 



ch^- 2 2 1 



CH, 



H 3C-\ i~CH 2 - 



2 2 1 



2034 o 2 N-^~y~CH r 2 2 1 



2035 H 3 c-4 >-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



Br 



-CH 2 -J^CH^J)-Cl 

-CH 2 -hhC-0 
H 2 N 

_ C H 2 -n-L0 
H 2 N 

-CH 2 -||C-h0 
H 2 N . 

-ch 2 -nJ-0 

H 2 N 



Br 



Br 



-CH 



-CH 2 -N-C- 
H 

H 7 N 



H 2 N 



9 




.Br 



-ch^c-hQ 

H 3 N 



Br 



H 2 N 
H 2 N 



WO 00/69432 
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Table 1.18 6 



2 0 8 



C °nT r>' ch ^T 



k m n chirality R 3 



1CH 2 )i(CH 2 ^G-R 6 



2036 nc-^hch 2 - 2 2 



2037 h 3 o 

H 3 C 



2038 



ch 3 



r 



2 2 1 



2 2 1 



H 



-CH 2 -^?-0 
H 2 N 



Br 



-CH 2 -^?-0 
H 2 N 



Br 



Br 



2039 h 3 c-\ >-ch 2 - 2 2 1 



-CH 2 -N-C-t<] 



CN 



2040 h 3 chQ-ch 2 - 12 0 R 



H 



2041 H 3 c-\ >-ch 2 - 12 0 R 



9? CH *=V 



2042 h 3 c-Q-ch 2 - 12 0 R 



2043 H 3 c-( >-ch 2 - 12 0 R 



2044 



2045 



2046 



PH 3 

CH 3 
CH 3 



CH 3 
PH 3 



CH 3 



12 0 R 



12 0 R 



CHr- 1 2 0 R 



H 



H 



H 



H 3 Q CH 3 



-CH2-N-C- 



H a C 



9 



-CHj-M-C-CH 




CH, 



CH, 



9 



-CH 2 -N-C-hQ 



a 0 ' 



p 



~CH 2 -^-C 



WO 00/69432 
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Table 1.187 



2 0 9 



Compd. R V (CH } 
No. R 2/ 2| 



k m n chirality R 3 



-(CH 2 )i(CH 2 )^G-R 6 
. R 5 



2050 



CH 3 

2047 ^" CH 2- 

CH 3 
.CH 3 

2048 ^- CH r 

CH 3 
CH 3 

2049 £/-<*r 

CH 3 



CHo- 



1 2 0 R 



1 2 0 R 



12 0 R 



12 0 R 



H 



H 



HN-^^OCH2CH 3 



-CH7-N-C-/^~\ 

•£<f 



US 



CHj 

.CF 3 



-CH^N-C- w 



2051 




ch?- 



12 0 R 



H 



,CF 3 



-CH 2 -N-C-/~S 



2052 



2053 



2054 



2055 



2056 



2057 



^-CH 2 - 2 2 1 

OCH 2 CH 3 



_ h 3 co 




13 



CH 2 - 



2 2 1 



2 2 1 



H 3 co 

Q~CH r 2 2 1 

OH 

^~CH r 2 2 1 



2 2 1 



H 



H 



H 



H 



H 



H 2 N 
H 2 N 



9 



-CH2-N-C- 




H 2 N 

9 




H 2 N 

P 




H )=/ 
H 2 N 

H 2 N 



W ° 00/69432 PCT/JP00/03203 



2 1 0 



Table 1.1 8 8 



m n chirality 



-(CHjAcH^G-R 6 



2058 



2059 



2060 



2061 



2062 



H3CQ/OCH3 



2 2 1 



CH r 2 2 1 



H3CO 

h 3 c<>h^~Y-ch 2 - 2 2 1 
0CH3 

RCH 3 

0-ch 2 - 2 2 1 



H 3 




CHo- 



2 2 1 



H3C0 

2063 h 3 c-(~^ch 2 - 2 2 1 
H3CO 



2064 



Bt 



f-^ch 2 - 2 2 1 



H 



H 



H 2 N 





-CH^-N-C-f V"F 
H 2 N 

H 2 N 





9 



H,N 



-CHz-N-C-fJh-F 



H 2 N 



P 




-CHj-N-C-^J-F 
H 2 N 

9 




H 2 N 



H 3 CCHaO 

2065 Hmo ^y cHr 2 2 1 



2066 M 0CH2_ V^ 2 2 ! 

\J-CH 2 - 



2067 (H^kCHCHr-^^-CH,- 2 2 1 



2068 



F-0-CH. 2 2 1 



H 



9 



H 2 N 





H 2 N 

?/ 

-CHj-N-C-f VF 
H 2 N 




-CHj-N-C-^J-F 
H 2 N 




WO 00/69432 
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2 1 1 



Table 1.189 



Compd. R V (C H 2) k m n chira |j, R3 
No. R 4 ^ 



"(CH 2 )i(CH 2 )q-G-R 6 



2069 



2070 



2071 



H aQ_ 

H 3 CO-Q-CH 2 - 2 2 1. 



^-CH 2 - 

OCH 3 

H 3 CO-^^-CH 2 - 
OCR, 



2 2 1 



2 2 1 



2072 (HjOjCho-^-chj- 2 2 1 



2073 O^V^ 2 2 1 



H 



H 




-CHjrN-C-^J-F 
H 2 N 

-CH^C-^-F 
H 2 N 

-CH^N-C-^-F 
H 2 N 

-CHj-N-C-^^F 
H 2 N 



-CH^Isf-C-f 




H,N 



2074 



2075 



2076 



H 3 Cl 



2 2 1 



h 3 CQ 



Q-CHr 2 2 1 
F 



CH 2 - 



2 2 1 



H 



H 



-CHj-^C-fj-F 
H 2 N 

-CHa-N-C-^-F 
H 2 N 



-CH.-N-C-^J-F 




2077 



2078 



2079 




^CH 2 - 2 2 1 



OH 

H 3 CCH 2 Q OH 




CHr 



2 2 1 



2 2 1 



H 



-CHz-N-O-^-F 
H 2 N 



H 2 N 

H 



-CH-rN-C-f Vf 




H 2 N 



WO 00/69432 
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2 1 2 



Table 1,19 0 



m n chirality FP ~(CH 2 ) F |-(CH 2 ) r G-R 6 



2080 



2081 



2082 



2083 



CHjO 

CH 2 - 



2 2 1 



2 2 1 



OH 



H 3 CO \/CH 2 - 

h 3 co 



_ 2 2 1 



ch?- 12 0 R 



Br 
H 3 Q 




2084 ho^Jkch^- .12 0 
h 3 co 



2085 



h 3 c<><>ch 2 - 12 0 R 



2086 HC ^L CHr . 1 2 0 R 



2087 (h 3 c) 2 nh£>-ch 2 - 12 0 R 



2088 (h 3 cxh 2 ) 2 n-^^ch 2 - 12 0 R 



2089 



CH 2 - 



12 0 R 



2090 Oo-Q-ch,- 12 0 R 



H 



H 




-CH r (fc/V-F 
H 3 N 



-CHj-M-CH^-F 
H 2 N 



i? 



H 2 N 



-CH2-N- 
H 




H 2 N 



CF, 



-CH2-N-C--fj> 
H 2 N 

H 2 N 



-CH2-N-C- 

H 2 N 

"CHf-jfO-P 
H 2 N 

-CHj-N-C-f 
H 2 N 




H 2 N 



WO 00/69432 
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Table 1.191 



2 1 3 



Compd. ^S-fCH-Jr- 
No. FT 2| 



k m n chirality 



- D 6 



"(CH 2 )pi-(CH 2 )5-G-R 
R 



2093 



2095 



2096 



2101 



2091 o-4>-CH 2 - 2 2 



2092 ci-^Q-ch 2 - 2 2 



ch 2 - 2 2 



2094 o-4>-CH 2 - 2 2 



CH2- 2 2 



o-^)-ch 2 - 2 2 



2097 ci-hQ-ch 2 - 2 2 

2098 a-Q-CH 2 - 2 2 

2099 a-Q)-CH 2 - 2 2 

2100 o-Qhch 2 - 2 2 



ch 2 - 2 2 



H 



OCH2CH3 



( 9 

CH 2 ' 



CH,- 



OC H2C H3 



CH 2C H2SC H3 
j fl (j> OCH 2 CH 3 

6h 2 -Vj) ) 

(fl) 9 / OCH 2 CH 3 

-? H -!T c -0 • • 

C(CH 3 ) 3 

(fl J> P CH * CH 3 
-CH-N-C-f > 

CH 2 -\_J> • 



CH 2C H2C H3 



OCH 2 CH 3 



(fl ? ' OCH2CH3 



CH 2 -i^J-CI 



O 



pCHjCHa 



CH 2 ^ >*OCH 3 



i H 



CH2CH 3 



CH 2 ^O K0CH ^ H O 



WO 00/69432 
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2 1 4 



Table 1.192 



k m n chirality R 3 



"(CH 2 ) r f 7 (CH 2 )5-G-R 6 



2102 



2105 



2106 



2108 



2109 



ch 2 - 2 2 1 



2103 a-Q-CHr 2 2 1 



2104 chhQkch 2 - 2 2 1 



H 3 CO OH 



O- 



CH 2 - 



H 3 C OH 



o- 



CH 2 - 



2 2 1 



2 2 1 



2107 YVch 2 - 2 2 1 



PH 3 



CH 2 - 



2 2 1 



CH 2 - 2 2 1 



2110 H3CCH? T^VcH r 2 2 1 



2111 



CH 2 - 



2 2 1 



B 




2112 H 3 C04^-C: : 2 2 1 

H 3 co 



H 



H 



< ^° CH2CH3 



CH2CH 2 -p-OCH2- 



< ) 9 

-ch-n-c 



H2CH3 



H3C-CHOC 



-C H-N-C 



*0 „ 



0 OCHjCH 3 

VK5 



CH 2 CH r C^OCH 3 
6 



9 




-CHz-N-C-h^Jh-F 
H 2 N 

-CHz-N- 
H 

H 2 N 



9 





-CHa-N-C-H^-F 
H 2 N 

9 




-CHj-jvj-C-^^-F 
H 2 N 




H 2 N 

9 



H 




H 2 N 




-CHg-N-C-^J^-F 
H 2 N 

9 



-CH2-N-O 



H 



H 2 N 
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Table 1.193 



1 R 
Cornpd. r ^ ( ch 2) k m n chjra|j(y R3 _ (CH2) JjL (GH2 ^ G - R 6 

No. B k r5 



H 2 N 

-, 3 co-\}-CH r 



2113 HjCCM f=V,u_ 2 2 1 



H 2 N 

2114 H 3 C^Q-CH Z - 2 2 1 



ch 2 - 2 2 1 



2115 



2116 Q-i >-ch 2 - 2 2 1 



2117 



CH 2 - 2 2 1 



2118 HO^HCHr- 12 0 R 



OH 

2119 hohQ-ch 2 - 1 2 0 R 




2120 B ^fVcH 2 - 1 2 0 R 



2121 



OCH 3 

HO^-CH 2 - 1 2 0 R 



2122 C^CH 2 - 



12 0 R 



2123 ^^ CH '^ 12 0 R 

N0 2 



H 



H 



H 



H 



H 



H 




H 2 N 



? 

-CHt-N-O 



H 2 N 

CH(CH 3 ) 2 



pCH 2 CH 3 



pCH 2 CH 3 



I H \=/ 
CH(CH 3 )CH 2 CH 3 

.OCH 2 CH 3 



H 2 N 



P^3 



H 2 N 




HoN 



H 2 N 



/-if 1 

H 2 N 



-CH2-N- 



H 2 N 
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Table 1.194 



C °No Pd R2/^ (CH 2>i~ k m n chirality r=> 



-(CH 2 )p|-(CH 2 )q-G-R 6 
. R 5 



2124 



2125 



2126 



2127 



2128 



2130 



2131 



2132 



2133 



0 2 N 



0 2 N 

H:)C0_ 0~ CH2 ~ 



0 2 N 



H 3 C_ \ J-CHr 



12 0 R 



12 0 R 



12 0 R 



r 




^-CH 2 - 1 2 0 
NH 2 



R 



H 2 N 



H 3 CO-\ ^-CHy 



12 0 R 



H 2 N 

H 3 C-^J>-CH 2 - 



2129 u „^>=\ „, 12 0 R 



2 2 1 



CH, 



CH r 2 2 1 



CH 3 



H 2 N 

°-\> 



(H 3 C) 2 N 



r 



CHy 



CH 2 - 



12 0 R 



12 0 R 




2134 ^^-CH 2 - 12 0 R 
N(CH 3 ) 2 



H 



H 



-CHyN-C-H^ 
H 2 N 



.CF, 



.CF, 



-CHyN-C-^ 
H 2 N 



-CHy^C 



9 

-C- 
H 2 N 




pF 3 



H 2 N 



.CFa 



9 




H 2 N 

H ? N 



9 




~CH2-N-C-H^^-F 
H 2 N 




CF, 



H 2 N 

^ CF3 

-CHyN-O-p 
H 2 N 



-CHjr-N-C- 



H 2 N 



• 
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Table 1.195 



Co nT- R> (CH2) r k 



m n chirality R 3 



"(CHa^CH^G-R 6 
. R 



2135 



(H 3 C) 2 N 



H 3 o 



CHj- 



12 0 R 



(H 3 C) 2 N 



2136 H3C _^_ CHr 1 2 0 R 



2137 



CH 3 

Ch -Cr CH2 ~ . 



1 2 0 R 



2138 



2139 



2140 



2141 



2142 



2143 



CH 3 
CI 



Hs ^c 

CH 3 



H 2 N 



H 2 N 



CH 2 - 



CH r 



O 




12 0 R 



CH 2 - 1 2» 0 R 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



H 



H 



H 



H 



H 



-CH^-N-O 



-CH2-N-I 





2144 



H ? N 



CH 2 - 



2 2 1 



2145 



CH 2 - 



2 2 1 



H 2 N 
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Table 1.196 



m n chirality R 3 



"(C^^CCH^G-R 6 
. R 5 



2146 



2147 



2148 



2149 



2150 



2151 



2152 



2153 



2154 



2155 



2156 



£^^-ch 2 - 2 2 1 



NH-> 



9 

h 3 c-c-nh 



H 3 ci 



9 

H3C-C-NH 



CH 2 - 



CH* 



H °^)" CH2 " 



<3 

H3C-C-NH 



CH 2 - 



HN-p-CH 3 
O 



9 

H3C-C-NH 



H 3 C( 



9 

H3C-C-NH 
Q 

H 3 OC-NH 
9 

H3C-ONH 



CH 2 - 



CH 2 - 



CH 2 - 



CH 2 - 



2 2 1 



2 2 1 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



2 2 1 



2 2 1 



2 2 1 



H 



H 



H 



H 2 N 
H 2 N 





H 2 N 
H 2 N 

-™«-jf°-p 

H 2 N 



H 2 N 
H 2 N 
H 2 N 



ff 

-CH 2 -N-D 



H 2 N 
H 2 N . 



-CH 2 -N-C- 



H 2 N 
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Table 1.197 



Cornpd. R V (C H 2) k m n chiralily 
No. 



R 3 



p i 5 (CH 2 )^-G-R 6 
R 5 



2157 



.CH 3 
CH 2 - 



12 0 R 



h 3 c-nh 

2158 HO^>CHr- 1 2 0 R 



H 



CF 3 



-^-rr c - >=/ 

H 2 N 



H 2 N 



CF 3 



H 3 C-NH 

2159 H3 cc^-CH 2 - 2 2 1 



H3ONH 

2160 ho-^W 2 2 1 



2161 



h,c-nh 



:|-^-CH 2 - 



2 2 1 



H3C-NH 

21 6 2 h 3 cc^>ch 2 - 2 2 1 



_CH^^?Hp-F 
H 2 N 

H 2 N 




9 



-CHj-N-O 




H 2 N 



_ CH2 -n-c-0 
H 2 N 



CF 3 



2163 



2164 



2165 



H 3 C-NH 



CH 2 - 



,CH 3 



o- 

H 



CH 2 - 



2 2 1 



12 0 R 



12 0 R 



H 



H 



£F 3 



-CHo-N-C-f > 



H >=/ 
H 2 N 



-CH 2 ~N-C~< / x > 



PP 3 



H )==/ 



P F 3 



H >=/ 



2166 (Vch 2 - 12 0 R 



2167 



CH 2 - 



12 0 R 



H 



-CH 2 -N-C-^ 
H 2 N 




CF a 



CF 3 



-CH 2 -M-C^0 
H 2 N 
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Table 1.1 9 8 



2 2 0 



CO N m o Pd ' R> (CH2) r 



k m n chirality 



. R 



"(CH 2 )p-l-(CH 2 )q-G-R 6 



2168 



2169 



2170 



2171 



2172 



2173 



2174 



2175 



2176 



2177 



2178 



c-c 

H 3 C ^ 



C-OCH 3 

CH 3 
.CH 3 



9H- 

CH, 



H3 n3^ ch ^ 



H3C CH3 

Br V^ CH2 " 



PC 

h 3 ccKw- 



pcH 3 

CH 2 - 




CH 2 - 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



h 3 c 



H 3 C OH 

tO-CHj- 1 2 0 

CH 2 OH 



y 

HjCO-CL^ 

hO" ch ^- 



R 



12 0 R 



H 



H 2 N 

- cH ^H- c -p 

H 2 N 

-CHy-jJ-O-p 
H 2 N 

-CHy-JJ-C-p 
H 2 N 



H 2 N 



CF 3 



H 2 N 



-CH 2 -fvHC-/^ 



, CF 3 



h y=s 

H 2 N 



-CH,-JJ-C-p 
H 2 N 

-CH,-[J.C^p 
H 2 N 



H 2 N 



-CH 2 -N-C- 

H 2 N 
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Table 1.199 



Compd. R >(CH 2 ) r k m n chirality 



No. R 



-(CH 2 )i 



(CH 2 fc-G-R 6 



2179 



H 3 C-f 

o 



12 0 R 



2180 ci 



-<ch 2 ) 2 - 12 0 R 



2181 



ch 2 - 12 0 R 



H 



H 



-CH 2 - 



H >==/ 
H 2 N 



H 2 N 



? 

-CH 2 -N-C- 



2182 



2t83 



2184 



2185 



2186 



2187 



2188 



2189 



4> 



OF, 



CH 2 - 



CHj- 



CH 2 - 




CH 2 - 




f 




CHy- 



12 0 R 



12 0 R 



2 2 1 



2 2 1 



2 2 1 



12 0 R 



Jf.VcHr 2 2 1 



12 0 R 



H 



H 



H 



-CH 2 -NHC-0 
H 2 N 



H 2 N 

-CHy-N-C-^-F 
H 2 N 

-CH*-N-C-f > . 



H >=/ 
H 2 N 



~CH 2 -N-C-f > 



,cf 3 



H )= / 
H 2 N 



-CH 2 -N-C-f > 



CF 3 



H >=/ 
H 2 N 



9 

-CH 2 -N-C- 



H 2 N 



-CH 2 -N-C-0 
H,N 



,^3 
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Table 1.2 0 0 



C No PCl R2/^ (CH2) r k m n chirality 



fir 

R3 -(CH 2 ) r |-(CH 2 ) r G-R 6 



2190 



2191 




CH 2 - 



<>^>ch 2 



2 2 1 



2 2 1 



P 




-CH^N-C-^^-F 
H 2 N 

-CH a -N-C-<Q 
H 2 N 



2192 



2193 




2 2 1 



2 2 1 



H 



H 



9. 

~CH 2 -hhO 



-CH2-1V- 



H 2 N 



2194 



2195 



h 2 




H 3 C-\ /-CH 2 - 




y-cHr 



2 2 1 



2 2 1 



H 3 C-NH 

2196 .H 3 C^>CH 2 - 1 2 0 R 



H 3 C-NH 

2197 h 3 co^>ch 2 - 1 2 0 R 



H 3 ONH 



12 0 R 



H 3 C-NH 

21 " h 3 c-^>ch 2 - 2 2 1 



2200 



H 3 C-NH 



CM^-CH 2 - 2 2 1 



H 



H 



H 



- C H 2 -N-C-<Q 
H 2 N 



9 

-CH 2 -N-D 



H 2 N 



-CHj-N-C-p 
H 2 N 

9 /-C^ 3 

-CH.-N-C-0 
H 2 N 

H 2 N 



9 

-CH 2 -N-D 



H 2 N 
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Table 1.201 



C °N m o Pd ' r^ 0 " 2 *'" k m n chirality 



-(CH 2 teTT 



R 



2201 



2203 



2204 



2205 



H 3 C-NH 



H 3 C -t)" CH 2- 



2202 




CH 2 - 



CH 3 
O-Q-Ch 



CH 2 - 



CH 3 

o-Q-o- 



CH 2 - 



2 2 1 



1 2 0 R 



2 2 1 



2 2 1 



2 2 1 



H 




H 2 N 



-CH 2 -N-C- 




PF 3 



H 2 N 
i? 




H 2 N 



"CH2-N-C-(J^F 



-CH 2 -IShC~f > 



r CF 3 



H )=/ 
H 2 N 




9 



H 2 N 



2206 



2207 



2208 



2210 



2211 



CH 3 

h <Kj- c 



CH 2 - 



.CH 3 



HN-CH 3 



ChH(Jy-CH 2 - 



2209 cmQhCH,- 2 2 1 



HN-CH3 




CHa- 



2 2 1 



2 2 1 



2 2 1 



12 0 R 



2 2 1 



H 



H 



-CH 2 -N-C-f > 



H )=/ 
H:>N 



— CHg-N- 




J 



H 2 N 

9 



-CH 2 -M-C- 




-CH^N- 



H 2 N 

9 



H 2 N 

P 



P 



CF 3 





,CF 3 



-CH 2 ^N-CH0 
H 2 N 



,CF a 
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Table 1.202 



0o nT £x ch *- 



2212 



2213 



2214 



2215 



2216 



2217 



k m n chirality R* 



221 



2222 




H 

H 2 N 



CH 2 - 



H 2 N 



H 3 OHN 



CHg- 



-CH 2 - 



2 2 1 



2 2 1 



2 2 1 



IVCH,- 1 



12 0 R 



2 0 R 



H3CCH2 |_| 
P 

H3COC 

h 3 cH~Vch 2 - 1 2 0 

CH 3 



8 ch^^ch 2 - 1 2 0 



2219 ck^-ch^ 1 2 0 

2220 o-Qhch 2 - 1 2 0 



2221 cmQ^ch,- 1 2 0 R 



H 3 C 



C0 2 CH 3 

y^H r 1 2 0 R 

CH 3 




H 



H 



H 



H 



H 



H 



-(C^^CH^G-R 6 



? 




H 2 N 



-CH^C 



P 
O 

H 2 N 




,CF 3 



-CH 



H 2 N 



CF 3 



PH CFs 



,CF, 



H 2 N 

-CH 2 -N-t0 
H 2 N 

H 2 N 

O H ^— ' 

iff „ 



-CH2-N-C 



H 



*0 



CH(CH 3 )2 



-CH 2 -N-oYJ 
H 2 N 
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Table 1.203 



c °N m o pd ' R^ (CHz) r k m n chiralit y R3 



1CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



2231 



2232 



2223 ci-^-CHjr 

2224 CI-Qkchs- 

2225 ci-Q-ch 2 - 

2226 nJ^ 08 *- 

ch 3 

2227 ohQ-ch 2 - 

2228 CmQ^ch*- 



2229 °^^- CH r 

ch 3 

/=c CH3 

2230 HaCCHj- ^y-CHy- 



.CH, 



HaCO-^^-CHj- 
H 3 Q 



H3CO-Q- 



2233 f Xy 

H 



CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H tf N 




CF 3 



-CHj-N- 
H 



CF 3 



H 2 N 

F 3 



,CF 3 



OCF3 



-CH 2 -N- 



H 2 N 




-CH 2 -N-0-f ? 



,OCF 3 



H )==/ 
H 2 N 



.OCF, 



~CH 2 -N-O-0 
H 2 N 

-CHrN-C-^J 
H 2 N 



.CF, 



H 2 N 
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Table 1.205 



C N m o Pd * R^^r k m n chiralit V R 3 "(CHa^CH^G-R 6 



v 4> 



2245 h>cN TV\ _ CHj _ 12 0 R 



2246 •*CHr N r 



1 2 0 R 



2247 (H * ,jCK Y^c„ r 12 0 R 



H 2 N 



2248 



2249 



o-O- 



CH 2 - 



12 0 R 



H 2 N 



h 3 co-^}-ch 2 - 1 2 0 R 



• H 2 N 

2250 hoC>ch 2 - 1 2 0 R 



H 2 N 

2251 H3 CH>>CH 2 - 1 2 0 R 



2252 



2253 



2254 



2255 



CH r 



H 



CH 2 - 



H 3 C< 



CH,- 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



H 



H 



P 

— CH2-N-C- 



H 2 N 
H 2 N 



-CHa-N-C- 



9 _/ Cp3 

H 2 N 

-CHj-N-C-^J 
H 2 N 



— CH 2 -N- 



O , OCF 3 



H 2 N 



— CH 2 -N- 
H 



H 2 N 

£0 

H 2 N 



H 2 N 

P W CF3 



PF 3 



H 2 N 



H 2 N 



H 2 N 
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t ^ i. o -c t> # 5 r i & x% -s . 

±ie#^iit&{rjoV^T, SJt^i:LTtt, ^nn^> s ^nn*Wf^ 
> HIS. itii, fisttk Stattttk W&m, tu-? Y?y7 j-tzbZfto- k\c£ 

Bftt-rzi-m^ (i) XiUztiz^T^ v\\L%m^m-r^^ t&xzz> 

25 T#^^(iM§nfc^^## (Compd. No. ) II, Tab I e 1. 1 
- 1 . 2 0 6 fc*5V%T#a4*{Ml£ LT^(tYc^^|C^$tlfe^#J#^ (C 
ompd. No. ) ijitJfiiLtlf^. 

30 K (4. 1 5 g> 25. 8mmol) <t i Pr 2 NEt 

(6. 6 7 g % 51. 6mmo 1 ) & x 3- [ (tert Y * 'y*/\s7$-/l>) 



WO 00/69432 PCT/JP00/03203 

2 3 5 

T$ J } t'oy-^y (4. 8 1 g, 2 5. 8 mm o I ) (DDMFBW. (5 OmL) 

& (T±h=-h])/^ 5 OmL) k±5 S#j£:-f53- [ (t e r t-^h^^ 
;Utf^/U) 7 5/] -1- (4-^nn/<^) fc'n U i?> (6. 4 3g, 8 0 
5 %) ^Hfifell^i: 'H NMR (CDC1 3 , 3 0 0MHz) 5 1.37 

(s, 9 H), 1.5-1.7 (br, 1 H), 2.1-2.4 (m, 2 H), 2.5-2.7 (m, 2 H), 2.83 (br, 
1 H), 3.57 (s, 2 H), 4.1-4.3 (br, 1 H), 4.9-5.1 (br, 1 H), 7.15-7.35 (br, 4 
H) ; Mgf4RPLC/MST*#:fc/t (9 8%) „ ES I /MS m/ e 3 11. 
0 (M + + H\ C.Hji'ciNjOj) 

10 3 - [ ( t e r t -~f Y >Vi£~)\,) 7 5/] -1- (4-* n D^y^ 

) fn!)v?y (6. 38g, 2 0. 5mmo 1) <r>*9 J—fr (8 OmL) Sfjfcfc 
1M HCl-Et 2 0 (10 OmL) *to7L. 2 5t^l 5B#|l]«#Lfc. 
iETmSl, (>^/-/l-/T-feh=hy/W=l : 2, 13 

OmL) ^SS-fSwttcJ:?), 3-75/-1- fn y 

15 v?>- rjg^ifi (4. 93 9g, 85%) £S£f&*<!: LT#7 U C„ l H NMR (d 
6-DMSO, 3 0 0MHz) 5 3.15 (br, 1 H), 3.3-3.75 (br-ra, 4 H), 3.9 (b 
r, 1 II), 4.05 (br, 1 H), 4.44 (br, 1 H), 4.54 (br, 1 H), 7.5-7.7 (m, 4 H), 
8.45 (br, 1 H), 8.60 (br, 1 H) ; #f£|t:f'±R P L C/MS ~X?7fclsbtc (>9 9%) „ 
ESI/MS m/e 211. 0 (M + + H, C 11 H 16 C1N 2 ) 

20 3fe4£flH4 (R) -3-75/- 1- tfn !) i?y • rig®? 

Jfifc (S) -3-75/-1- fp^V • r.mmi&Z. 

[HSfii^J 1 ] 3- (TSS-^l/yfj/Ufyis/U) 7^/-l- (4-^00^ 
25 AO b°n!)^y Kfrfrttfrfrl) <D&m. 

N — <y % /<f/Hf\) » (9. 3m g, 0. 0 5 5mmol) , 3 -nifvt'- 1 
- [3- 7"n^] ii^'M 5 K • Jg^tS (EDCI) (1 

0. 5mg) *5<J:m -h KoJf^yy M)7^/-/U • tKIP^» (HOB t) (7 
. 4mg) 3-T5/-1- (4 -9 d n^O^/u) fn v?i^> • ~l£B£t£ ( 
30 14. 2rag, 0. 05 Omm o 1 ) t M z-f-flsT 5> (1 5. 2mg) ©?d 
b*W (2. 5mL) glldUifco -©S*£S^4i)S:2 5°CT'l 6 BftBJffiHi L 
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x 2M NaOHAMm (2mLX2) t L1t 0 

-^£5MW&, ?£M£M/±TKI&* U 3- (N-- <y^/4;u^v y,v) 75; 

ntz (17. 7m g, 9 5%) „ *$gttRPLC/MST*#a6fc (95%) 0 ES 
I/MS m/e 3 7 2. 0 (M + + H, C 20 H 22 C 1 N 3 0 2 ) 

immm 2-32] 



#>tz 0 



m 2 









ESI/MS m/e 


(ma) 


( ft \ 


2 


z 


Cz± Hz 4 CI N3 02 


386 


16.4 


85 ; 


3 




Cly H21 CI N4 02 


373 


18.7 


100 


4 


4 


C21 H21 Cl F3 N3 02 


4 40 


O / . Z 


69 


5 


82 


C22 H23 Cl F3 N3 02 


454 


5.6 


11 


6 


85 


C21 H24 Cl N3 02 


386 


22.6 


59 


7 


86 


C21 H23 Cl N4 04 


431 


21.2 


98 


8 


214 


C22 H25 Cl N2 02 


385 


23.9 


62 


9 


215 


C23 H27 Cl N2 03 


415 


17.4 


84 


10 


216 


C20 H23 Cl N2 02 S 


391 


21.6 




11 


217 


C23 H27 Cl N2 04 


431 


15.3 


66 1 


12 


218 


C23 H27 Cl N2 02 


399 


12.8 


64 


13 


219 


C22 H24 Cl F N2 03 


419 


18.1 


86 


14 


220 


C22 H25 Cl N2 02 


385 


16.4 


85 


15 


221 


C21 H23 Cl N2 02 


371 


14.9 


80 j 


16 


222 


C21 H22 C12 N2 02 


4 05 


13.3 


65 | 


17 


223 


C25 H31 Cl N2 03 


443 


18.4* 


63 


18 


224 


C20 H23 Cl N2 03 S 


407 


11.2 


28 


19 


225 


C22 H26 Cl N3 02 


400 


22.7 




20 


226 


C23 H28 Cl N3 03 


430 


21.0 


98 


21 


227 


C22 H25 C12 N3 02 


434 


21.9 


100 


22 


228 


C23 H28 Cl N3 03 


430 


20.8 


97 ! 


23 


229 


C25 H32 Cl N3 02 


462 


25.4 




24 


230 


026 H31 Cl F N3 02 


472 


26.0 
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25 


231 


C24 H28 CI N3 03 


442 


30.3* 




26 


232 


C22 H32 CI N3 02 


406 


3.9 


19 


27 


233 


C23 H28 CI N3 02 


414 


8 . 5 


41 


28 


234 


C22 H27 CI N4 02 


415 


7.3 


35 


29 


235 


C24 H29 C12 N3 02 


462 


9.0 


39 


30 


236 


C25 H29 CI N4 03 S 


501 


17.4 


69 


31 


237 


C21 H24 CI N3 03 


402 


14.2 


71 


32 


238 


C21 H23 C12 N3 03 


436 


23.4 





C##0»J 2 ] (R) -3 - [ (N-ter t-/^-^^^) jTVW] 
757-1- fc'n V i/XD&ffc 

5 (R) -3— 75/ — 1- (4-?nD^^) t'o y >>> • HJtg^tg (4 . 

5 4 g, 16. Ommo 1 ) % 2M NaOHlI (8 OmL) „ iSXXm^f- 
(8 OmL) <D^#)^m#L, U TjcJifcRR^^vl' (8 OmL 

X2) -cttWLfc. ««WI«r^i>tt-C«S*iWH- h V HfSH, ttii. WB+5 
ri{l«t!)., MO (R) -3-75 7-1- tfp y ^ 

10 (3. 3 5g, 9 9%) 

(R) -3-757-1- (4-^nD^l/) fc»D y s?y (3. 35g, 1 
6mmol) ©^DD^y (8 OmL) MW^. h V ^)^T 5 > (2. 5 m 
L, 17. 6mmol) > N- t'e r t -7 h^f7*yWf ^/!) ->y (2. 7 9 
g, 16. Ommo 1 ) . EDCI (3. 07g, 16. Ommo 1 ) % joit^H 
15 OBt (12. 16g, 1 6mmo 1 ) Sr*Px.fc e SJSfi^(»S:2 StJ-Cien^W 
2M NaOHii (8 OmL) ZMXtz* *«JBSr^»L, *J1& 
^BD^^ffltji: (100mLX3) . W«®*^fc>-B:T* (10 OmL 
X2) tft*foK (10 OmL) TifefrL, UMm-f-hV ttig. 
Lfe 0 *7^P-rf^77^ (SiO z , M^5"vW (dJ: >9 , BWt'tS (R 
20 ) -3 - [N— (t e r t -Zf Y^i/ft/VX-fr) 7 5 7-1- (4- 

?Dti'<^;H fny^y (5. 40 g> 9 2%) 

3 ] (R) -1- -3 - (^y^75 7) fc° 

o y v^fl-frfifc 

(R) - 3 - [N — ( t e r t h ^vob/M^A-) >f ]) vvW 7 5 7 - 1 - 
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f P iJv?y (5. 39g, 14. 7mmol)C^y- 
/W (6 0raL) mmi^ 4M HC 1 mt> (3 8mL) «£*Q;i£ 0 
J^frM^SHMtfLfc. Kftfi&ttfrgffiU 2M NaOH»(8 0m 
L) &*D;tfc. S^-^nn^y (8 0mLX3) T'^ttS L, ttffi$£-£:fc> 

5 &xm*mmi-hv tJ>x&®, mmLit 0 *^^^h^7^ (sio 2 , 

tm*.?-*/=.f / -/U/ h y ^;VT 9 0 : 5 : 5) (CiO^ (R) -3 

- (^y-//V75/) -1- t°a\)i?y (3. 3 7 4 gs 

8 6%) £#fc„ 'H NMR (CDC1,, 2 7 0MHz) 5 1.77 (dd, J = 1. 3 
Hz, 1 H), 2.20-3.39 (m, 2 H), 2.53 (dd, J = 3.3*5«fctf9.6 Hz, 1 H) 
10 , 2.62 (dd, J = 6.6*5«fctf9.6 Hz, 1 H), 2.78-2.87 (m, 1 H), 3.31 (s, 2 H), 3 
■ 57(s, 2 H), 4.38-4.53 (br, 1 H), 7.18-7.32 (m, 4 H), 7.39(br, s, 1 H) 
■€r«0f&<D3-T^T5 7- 1 - (4 -if a o^^^yp) f n y v^Dik, -tft 

15 (S) -1- -3- (^!)^V75 7) t°ny>?^:3 * 

• 45g, 7 9 % ( 2 IS) c 

(R) - 3- (0 -77=^75 7) -1- (4-^nn^y-^) fc°n y 
: 3 . 7 9 g , 8 5 % ( 2 IS) . 

(S) - 3- (^-77-;l'7^/) -1- f D ij .^y 

20 : 3 . 7 2 g , 8 6 % ( 2 IS) . 

(R) -3 - [ (S) -77^7^/) -1- (4-^pd/<^) fny 
v 5 ^ : 3 6 8 ra g , 6 5 % (2 IS) „ 

(R) -3- [ (R) -T7-/VT$y) -1- t? D y 
^:425m gl 7 5 % ( 2 IS) . 
25 (R) -3- [ (2S) -2-75/-3-fx-^D/V^;U] 757-1 

- (4-^oa^) t °n y *yy : 5 6 6mg, 7 8% ( 2 IS) . 

(R) -3- [ (2R) -2-7^-3-fx^UT'p/V'f^] T5 7-1 

- (4-^dd^) t°D y v=> : 5. 85m 6> 8 1% (2 IS) . 

(R) -3- (2 -7$ / - 2 f-Aryasl/J/l,) TX/-1- (4-^n 
30 D-i>v?yW) t °D y v?> : 4 0 4 m g s 6 6 % ( 2 IS) „ 

(R) -3- [ (2S) -2-75Z-4- (y tvL-*/u*-/P) ^/^u] 
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T^y-l- (4-^pp^;V) t°ul)i?y : 5 3 5mg, 72% ( 2 TM) 

o 

(R) -3- (^!)->/U7$7) -1- (4-/-fvi"Ov7U) t"D!) 
(R) -1- (4-7'n^'<^v ; ^) -3- (^y-^/UT^y) fc°P y 
5 , (R) -1- (2, 4-^^f;Ky^) -3- (:/ y v^7 5 / ) fc°p y v= 

isxn (r) - l- (3, 5-^^^/i'-i'y^-^^y*-/i'-4--i'^>^/i') 
-3- (^1 t°oyv=^t, ^^m^1-5M^*3ii>*s^ij$rffl 

(R) -3- (i/y^/UT$y) -1- U-y^wO^/U) IfD!)^: 4 
10 . 6 5 g, l|X^6 2% (3- [ ( t e r t-y hdr^*^#=^) y 

(R) -1- (4-;/n;&^>-v7W) -3- (^y vvL-75 /) t°o y i?y : 2 
. 55g, IR^6 8% ( (R) -3-757-1- (4-yD^>-» fc'p y 
^V^ibCDItX^) ; 'H NMR (CDC 1 3, 2 7 0MHz) 6 1.37-1.78 (m, 
15 3 H), 2.23-2.39 (m, 2 H), 2.50-2.67 (m, 2 H), 2.80-2.89 (in, 1 H), 3.32 (s, 
2 H), 3.58 (s, 2 H), 4.39-4.55 (m, 1 H), 7.21 (d, J = 6.5 Hz, 2 H), 7.45 ( 
d, J = 6. 5 Hz, 2 H) 

(R) -1- (2, 4 -v^ ^vi^^vvu) -3- (^y->^7 5/) t°ciy-^ 
V : 1. 5 6 g, 11X^5 8% (3- C ( t e r t -7 Y Sri/* )V1&->\/) 75/] 
20 k°n y ^^7i^©ljK^) ; 'H NMR (CDC 1 ,» 2 7 0MHz) 5 1.55-1. 
78 (m, 3 H), 2.30 (s, 3 H), 2.23-2.31 (m, 2 H), 2.33 (s, 3 H), 2.51-2.63 (m 
, 2 H), 2.78-2.87 (m, 1 H), 3. 30 (s, 2 H), 3.55 (s, 2 H), 4.38-4.60 (m, 1 H) 
, 6.95 (d, J = 7.6 Hz, 1 H), 6.97(s, 1 H), 7.13 (d, J = 7.6 Hz, 1 H), 7.43 
(br-s, 1 H) 

25 (R) -1- (3, ydf-y-y-yV-4— -l/l-tf-su) -3- (^ 

y f;lsT 5 /) fc'D y v=> : 3. 1 4 g, lR^4 5 % ( 3 - [ ( t e r t -Zf b * 
i/J) 75/] t°n y i/yfrt><DW.m „ 

[M0iJ 3 3 ] (S) -3- [N- [3, (hP7;^p/f;W ^ 

-M J^] W 757-1- (4-^ p p-O'vvU) b°n i) £y (jk&m&^r 

30 5) QP-£f% 

3, 5-t'X (HJ7^tn/f^) ^y/^;^n!l K (0. 0 6 0mmol 
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2 4 0 

) O^DDfcUAgf (o. 4mL) (S) -1- - 

3- (7V i/>VT%S) t°n y (0. 0 5 Ommo 1 ) t Mlxf/V7?y ( 
0. 0 7 Ommo 1) 0^nn*M (1. OmL) mm^Mx.tc 0 r<DR^l^ 

^?r^?&-c2. 5mmmwLtcm, (t?/p<^) #vx?-uy®m a. 04 

5 mmol/g, 50mg, 50mmol) ^Pi, S^ll^IfiT'l 2H»L 
tz 0 U ffim&iS?vo/fiy (0. 5mL) T'gfefrLfc « 

<bi5fe?g<!:$r-^^-a:, ^dd^>< (4mL) £AP;t, ii^2M NaOH*^ 
$ (0. 5mL) iCTgfe^L-Cigli-rSr^lCifJ, (S) -3- [N— [3, 5 
-t'X ( M> :7/M-u>9vlO Kyy 1 ^;!/] i/y^/l/] (4-^op 
10 -O^U) tfn (^t)#^5) £#fc (14. 4m g. 5 7%) 0 UfcgfS 

RPLC/MSf*ftt (9 7%) „ ESI/MS m/ e 5 0 8. 0 (M + + H 
, C 22 H 20 C 1 F 6 N 3 0 2 ) 
[^!S0ij3 4-2 3 9] 

15 3 3©^{-^o-C^Lfc 0 ESI/MSf-!?, i&ft. *>J;U»£«3^£ 
<h#>fc, 

S 3 









ESI /MS m/e 


4R* (mg) 


42^ (%) 


34 


5 


C 22 H 20 ClF 6 N 3 O 2 


508.0 


14.4 


57 


35 


6 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


17.0 


77 


36 


7 


C 20 H 21 BrClN 3 O 2 


450.0 


17.7 


79 


37 


8 


C 20 H 21 ClFN 3 O 2 


390.0 


12.7 


65 


38 


9 


C 2 oH 20 Cl 3 N 3 0 2 


440.0 


39.0 




39 


10 


C 21 H 24 C1N 3 0 3 


402.5 


23.5 




40 


11 


C 22 H 26 C1N 3 0 4 


432.5 


22.4 




41 


12 


C 22 H 26 C1N 3 0 4 


432.5 


15.9 


74 


42 


13 


C 21 H 2 iClF 3 N 3 0 2 


440.0 


13.1 


60 


43 


14 


C 21 H 24 C1N 3 0 2 


386. 0 


16.4 


85 


44 


15 


C 20 H 2i Cl 2 N 3 O 2 


406.0 


15.7 


77 


45 


16 


C 21 H 24 C1N 3 0 2 


402. 0 


28.2 




46 


17 


C 2 oH 2 oCl 3 N 3 0 2 ! 


442.0 


35.6 




47 


18 


C 21 H 21 C1N 4 0 2 


397. 5 


22.8 
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48 


19 


C 21 H 22 C1N 3 0 4 


416.0 


16.3 


78 


49 


20 


C21H20CIF4N3O2 


458.0 


24.9 


saw 


50 


21 


C 21 H 20 C1F 4 N 3 0 2 


458.0 


17.9 


78 


51 


22 


C 2 iH 20 ClF 4 N 3 O 2 


458.0 


9.4 


41 


52 


23 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


15.4 


67 


53 


24 


C 21 H 21 C1F 3 N 3 0 3 


456.0 


20.7 


91 


54 


25 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


18.5 


81 


55 


26 


C 20 H 21 ClN 4 O 4 


417.0 


21.9 




56 


27 


C 20 H 21 ClN 4 O 4 


417.0 


16.8 


81 


57 


28 


C 20 H 21 ClN 4 O 4 y 


417.0 


6.8 


33 


58 


29 


C 22 H 20 ClF 6 N 3 O 2 


508.0 


20.8 


82 


59 


30 


C 2 iH 2 iClF 3 N 3 0 2 


.440.0 


15.2 


69 


60 


31 


C 20 H 2 iBrClN 3 O 2 


450.0 


15.6 


69 


61 


32 


C2oH 21 ClFN 3 0 2 


390.0 


11.8 


61 


62 


33 


C 2 oH 2 oCl 3 N 3 0 2 


440.0 


15.8 


72 


63 


34 


C 21 H 24 C1N 3 0 3 


402.5 


33.8 




64 


35 


C 22 H 26 C1N 3 0 4 


432.5 


56.1 




65 


36 


C 22 H 26 C1N 3 0 4 


432.5 


37.6 




66 


37 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


12.6 


57 


67 


38 


C 21 H 24 ClN 3 0 2 


386.0 


12.3 


64 


68 


39 


C 2 qH 2 iC1 2 N 3 02 


406.0 


15.9 


78 


69 


40 


C 21 H 24 C1N 3 0 2 


402.0 


11.6 


58 


70 


41 


C 20 H 20 Cl 3 N 3 O 2 


442.0 


17.8 


81 


71 


42 


C 2 iH 21 ClN 4 0 2 


397.5 


22.4 




72 


43 


C 21 H 22 C1N 3 0 4 


416.0 


30.1 


Mam 


73 


44 


C 21 H 20 C1F 4 N 3 0 2 


458.0 


13.4 


59 


74 


45 


C 21 H 20 C1F 4 N 3 0 2 


458.0 


13.2 


58 


75 


46 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


14.4 


63 


76 


47 


C 21 H 21 C1F 3 N 3 0 3 


456.0 


16.4 


72 


77 


48 


C 21 H 20 ClF 4 N 3 O 2 


458 


16.5 


72 


78 


49 


C 20 H 21 ClN 4 O 4 


417.0 


12.5 


60 


79 


50 


C 21 H 20 C1F 4 N 3 0 2 


458.0 


26.3 




80 


51 


C 20 H 21 BrClN 3 O 2 


450.0 


8.6. 


38 


81 


52 


C 20 H 21 ClFN 3 O 2 


390.5 


4.1 


21 


82 


53 


C 2 oH 23 Cl 2 N 3 0 2 


406.0 


5.4 


27 


83 


54 


C 2 oH 2 oCl 3 N 3 02 


440.0 


8.8 


40 


84 


55 


C 20 H 20 BrCl 4 N 3 O 2 


440.0 | 


7.7 


35 


85 


56 


C 21 H 24 C1N 3 0 2 


386.0 


4.8 


25 


86 


57 


C 22 H 26 C1N 3 0 4 


429.5 


4.9 


23 
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O / 


R P 


/-» TJ C ~\ XT /"\ 

W0n2lCl 2 N3O2 


406 . 0 


4.1 


20 


ft ft 


R Q 


C2oH2iBrClN30 2 


452 . 0 


3.5 


16 


k p q 


bU 


C26H26C1N 3 0 2 


448 . 5 


7.3 


33 




ci 
bl 


C21H21.C1F3N302 


440. 0 


7.1 


32 


Q1 


bZ 


C21H24C1N302 


386. 0 


10.4 


54 




ci 
bo 


^22«26^1^3U2 


400. 5 


6.0 


30 


Q O 


b4 


C21H21C1N402 


397 . 0 


7.0 


35 


y h. 


bD 


C24H24C1N302 


422 . 0 


7.7 


36 


y^ 


bb 


C24H24C1N302 


422 . 0 


6.3 


30 


y b 


b / 


C20H20C1F2N3O2 


408.0 


4.7 


23 


y / 


bo 


C20H20C1F2N3O2 


408.0 


7.8 


38 


J ft o 


69 


C20H20C1F2N3O2 


408.0 


7.3 


36 


99 


70 


C20H20C1 F2N302 


408.0 


9.1 


45 


100 


71 


C22H26C1N304 


429.0 


5.6 


26 


101 


72 


C2iH 2 iClF 3 N 3 02 


456.0 


6.2 


27 


102 


73 


C2 1 H2 1 C1F 3 N 3 0 2 


456.5 


16.8 


74 


103 


74 


C 2 2H24C1N 3 0 4 


430.0 


16.4 


76 


104 


75 


C21H20CIF4N3O2 


458.0 


16.1 


70 


i Ar 

105 


76 


C21H20CIF4N3O2 


458.0 


17.0 


74 


106 


77 


C 2 oH 19 ClF3N302 


426.0 


16.2 


76 


107 


78 


C20H19CIF3N3O2 


426.0 


18.0 


85 


108 


79 


C22H 2 oClF6N 3 0 2 


508.0 


18.8 


74 


109 


80 


C22H20CI F 6 N30 2 


508.0 


16.4 


65 


110 


81 


C22H26CIN3O2 


400.0 


13.9 


70 


111 


83 


C20H21CIN4O4 


417.0 


16.0 


77 


112 


84 


C2oH 2 iClN 4 0 4 


417.0 


21.6 




113 \ 


87 


C 2 3H 22 C1F 6 N 3 0 2 


522.0 


17.5 


67 


114 


88 


C22H 23 C1F 3 N302 


454.0 


13.9 


61 


115 


89 


C 2 iH 2 3BrClN 3 02 


466.0 


15.4 


66 


116 


90 


C 21 H 2 3C1FN 3 0 2 


404. 0 


10.7 


53 


117 


91 


C2lH 2 2Cl 3 N 3 02 


456.0 


13.7 


60 


118 


92 


C22H26CIN3O3 


416.0 


38.4 




119 


93 


C23H28CIN3O4 


446.0 


25.2 




120 


94 


W 3 n 28^ J- « 3^4 


44 b . 1) 


16.5 


74 


121 


95 


C 2 2H23C1F 3 N 3 02 


454.0 


16.3 


72 


122 


96 


C 2 2H26C1N 3 0 2 


400.5 


16.7 


84 ; 


123 


97 


C 2 iH23Cl 2 N 3 02 


420.0 


11.2 


53 


124 


98 


C22H26C1N302 


416.5 


11.8 


57 


! 125 


99 


C21H22C13N302 


454.0 


14.8 


65 j 
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126 


100 


C22H23CIN4O2 


411.0 


9.5 


46 


127 


101 


C22H24CIN3O4 


430.5 


13.2 


61 


128 


102 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


13.1 


56 


129 


103 


C 22 H 22 ClF 4 N 3 0 2 


472.0 


36.5 




130 


104 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


22.8 


97 


131 


105 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


20.1 


85 


132 


106 


C 22 H 23 C1F 3 N 3 0 3 


470.0 


27.4 




133 


107 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


18.5 


78 


134 


108 


C 2 iH 23 ClN 4 0 4 


431.0 


11.9 


55 


135 


109 


C 21 H 23 C1N 4 0 4 


431.0 


23.9 




136 


110 


C 2i H 23 ClN 4 0 4 


431.0 


24.4 




j 137 


111 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


9.5 


36 


138 


112 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


3.9 


17 


139 


113 


C 2 iH 23 BrClN 3 0 2 


466.0 


7.5 


32 


140 


114 


C 2 iH 23 ClFN 3 0 2 


404.0 


6.1 


30 


141 


115 


C 2 iH 22 Cl 3 N 3 0 2 


456.0 


6.6 


29 


142 


116 


C 22 H 26 C1N 3 0 3 


416.0 


4.8 


23 


143 


117 


C 23 H 28 C1N 3 0 4 


446.0 


6.4 


29 


144 


118 


C 23 H 28 C1N 3 0 4 


446.0 


24.6 


saw 


145 


119 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


5.2 


23 


146 


120 


C 22 H 2 6C1N 3 0 2 


400.5 


4.4 


22 


147 • 


121 


C 2 iH 23 Cl 2 N 3 0 2 


420.0 


7.8 


37 


148 


122 


C 22 H 26 C1N 3 0 2 


416.5 


14.1 


68 


149 


123 


C 21 H 22 C1 3 N 3 0 2 


454.0 


5.4 


24 


150 


124 


C 22 H 23 C1N 4 0 2 


411.0 


34 . 0 




151 


125 


C 22 H 24 C1N 3 0 4 


430.5 


32.0 




152 


126 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


4.6 


19 


153 


127 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


10.4 


44 


154 


128 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


7.3 


31 


155 


129 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


13.5 


57 


156 


130 


C 22 H 23 C1F 3 N 3 0 3 


470.0 


15. 1 


64 


157 


131 • 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


8.6 


36 


158 


132 


C 2 iH 23 ClN 4 0 4 


431.0 


4.4 


20 


159 


133 


C 21 H 23 C1N 4 0 4 


431.0 


32.0 




160 


134 


C 21 H 23 C1N 4 0 4 


431.0 


6.9 


32 


161 


135 


C 21 H 23 BrClN 3 0 2 


466.0 


7.8 


34 ! 


162 


136 


C 21 H 23 C1FN 3 0 2 


404.0 


13.7 


68 


163 


137 


C 21 H 23 C1 2 N 3 0 2 


420.5 


14 . 6 


69 


164 


138 


C 21 H 22 C1 3 N 3 0 2 


454.0 


17.7 


78 
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1 £^ 
J.OJ 


139 


C 2 iH22BrCl 4 N302 


454.0 


17.2 


76 


lOO 


14 U 


C22H26CIN3O2 


400.0 


15.0 


75 


10 / 


141 


C23H26CIN3O4 


443.5 


13.9 


62 


1 DO 


14^ 


C21H23CI2N3O2 


420.0 


13.7 


65 


1 Oz7 


14o 


C2iH23BrClN 3 0 2 


464.0 


16.1 


69 


1 "7 fi 
X / U 


144 


C27H28CIN3O2 


462.0 


17.6 


76 


1/1 


t A C 


C22H23CIF3N3O2 


454.0 


16.0 


71 




14 6 


C22H26CIN3O2 


400.0 


14.9 


75 


1 /o 


147 


C2 3 H 2 8C1N 3 02 


414.0 


16.2 


78 


174 


148 


C22H23CIN4O2 


411.0 


14.9 


73 


175 


149 


C25H 2 6C1N 3 0 2 


436.0 


17.1 


78 


176 


150 


C25H26CIN3O2 


436.0 


13.1 


60 


177 


1 151 


C 2 iH22ClF 2 N30 2 


422.0 


14.8 


70 


178 


152 


C21H22CIF2N3O2 


422.0 


15.3 


73 


179 


153 


C21H22CIF2N3O2 


422.0 


15.3 


73 


180 


154 


C 21 H 22 C1F 2 N 3 0 2 


422.0 


16.4 


78 


181 


155 


C23H26CIN3O4 


443.0 


16.9 


76 


182 


156 


C 22 H 23 C1F 3 N 3 0 2 


470.5 


12.6 


54 


183 


157 


C 2 2H 23 C1 F3N 3 02 


470.0 


20.0 


85 


184 


158 


C23H26CIN3O4 


444 .0 


17.4 


78 


185 


159 


C 2 2H 22 C1F 4 N 3 0 2 


472.0 


18.4 


78 


186 


160 


C22H22C1F4N302 


472.0 


19.6 


83 


187 


161 


C21H21C1F3N302 


440.0 


17.0 


77 


188 


162 


C2iH 2 iClF 3 N 3 0 2 


440.0 


17.1 


78 


189 


163 


C2 3 H22C1F 6 N 3 0 2 


522.0 


20.8 


80 




190 


164 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


2.7 


10 




191 


165 


C23H 2 eClN 3 0 2 


414.0 


16.4 


79 




192 


166 


C22H2 3 C1F 3 N 3 0 2 


454.0 


8.6 


38 




193 


167 


C2iH 23 BrClN 3 0 2 


464.0 


11.6 


50 




194 


168 


C2iH 23 Cl 2 N 3 02 


420.0 


11.5 


55 




195 


169 


C 2 lH 2 2Cl 3 N302 


454.0 


10. 0 


44 




196 


170 


C 2 2H22C1F4N 3 0 2 


472.0 


10.4 


44 




197 


171 


C21H23C12N302 


420.0 


8.9 


42 




198 


172 


'-21 ri 24 v -'l w 3 v - ; 2 


O 0 a r\ 


10 . 3 


53 




199 


173 


321H23CIN4O4 


431.0 


14.6 


68 




200 


174 < 


^22H 23 C1F 3 N 3 02 


454.0 


10.4 


46 




201 


175 ( 


: 2 iH 23 BrClN 3 0 2 


464.0 


13.4 


58 




202 


176 ( 


-2lH2 3 Cl2N 3 0 2 


420.0 


12.7 


60 




203 


177 ( 


-2lH22Cl 3 N 3 0 2 


454.0 


13.2 


58 
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204 


178 


C22H22CIF4N3O2 


472.0 


12.9 


55 


205 


179 


C21H23CI2N3O2 


420.0 


13.3 


63 


206 


180 


C 2 iH 2 4ClN 3 02 


386.0 


24.2 




207 


181 


C 2 iH23ClN 4 0 4 


431.0 


1.0 


1 


208 


182 


C23H25CIF3N3O2 


468.0 


15.1 


65 


209 


183 


C 2 2H25BrClN 3 02 


478.0 


18.0 


75 


210 


184 


C22H2SCI2N3O;, 


434.0 


16.3 


75 


211 


185 


C 22 H 24 C1 3 N 3 02 


468.0 


18.6 


79 


212 


186 


C 23 H 24 ClF 4 N 3 02 


486.0 


16.5 


68 | 


213 


; 187 


C22H25C12N302 


434.0 


14.4 


66 


214 


188 


C 22 H26C1N 3 02 


400.0 


14.0 


70 


215 


189 


C 22 H25C1N 4 0 4 


445.0 


16.8 


76 


216 


! 190 


C 26 H 25 C1F3N30 2 S 


536.0 


17.7 


66 


217 


,191 


C 25 H25BrClN 3 0 2 S 


546.0 


20.4 


75 


218 


192 


C 2 5H 2 5Cl 2 N 3 0 2 S 


502.0 


16.9 


67 


219 


j 193 


C 2 sH 24 Cl 3 N30 2 S 


536.0 


18.3 


68 


220 


194 


C 26 H 24 C1F 4 N 3 0 2 S 


554.0 


19.4 


70 


221 


195 


C 2 5H25C1 2 N 3 0 2 S 


502.0 


19.1 


76 


222 


196 


C25H26CIN3O2S 


468.0 


16.0 


68 


223 


197 


C 2 5H 25 C1N 4 0 4 S 


513.0 


18.4 


72 


224 


198 


C26H25CIF3N3O2S 


536.0 


13.9 


52 


225 


199 


C 25 H 25 BrClN 3 0 2 S 


546.0 


12.9 


47 


226 


200 


C 25 H 25 C1 2 N 3 0 2 S 


502.0 


15. 6 


62 


227 


201 


C 25 H 24 C1 3 N 3 02S 


536.0 


17. 3 


64 


228 


202 


C 26 H 24 C1F 4 N 3 0 2 S 


554.0 


15.4 


56 


229 


203 


C25H 25 C1 2 N 3 02S 


502.0 


13.5 


54 


230 


204 


C 25 H 26 C1N 3 0 2 S 


468.0 


13.7 


59 


231 


205 


C 25 H 25 C1N 4 0 4 S 


513.0 


13.9 


54 


232 


206 


C 24 H 2 -,C1F 3 N 3 0 4 S 


546.0 


10.0 


37 


233 


207 


C 23 H 27 BrClN 3 0 4 S 


558.0 


17. 1 


6i : 


234 


208 


C 23 H 27 C1 2 N30 4 S 


512. 0 


17 . 0 


66 


235 


209 


C 2 3H 26 C1 3 N 3 0 4 S 


546.0 


7.3 


27 


236 


210 


C 24 H 26 C1F 4 N 3 0 4 S 


564.0 


19.2 


68 


237 


211 


C 2 3H27C1 2 N 3 0 4 S 


512.0 


7.9 


31 


238 


212 


C 23 H 2 eClN 3 0 4 S 


478.0 


13.7 


57 


239 


213 


C 23 H 27 C1N 4 0 4 S 


523.0 


5.5 


21 
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mmm 240] yo -3- cn- vz-y^u- 5- (kp^/m-d^ 

— OM^vw) b°o!J^y 19 1) <p£-fife 

3-7^*n-5- (h!)7;^D^f^) ^y/-f;^D!)K (0. 0 5 8m 
5 mo 1) <DW a a } WW®. (lmL) (R) -1- (3, 5-v^fvWf 
Vir^r J fV—)V-\--iiV^^-)V) -3- (^^v'/l'T?/) eoDi/y (0. 0 
5 0 mm o 1 ) jo£t>*fcV<y *J> J ^ =f-/U# ]) xf U> (5 8 m g) (Dt a D/JvWi* 
(0. 2mL) i-^DD^y (0. 7 5mL) O^jgJ^Pxfc 0 

mux 2 mmw Ltz&, * * ; ( i . o m l ) mux i o nr$mw 

10 tfc 0 ,KJS*S-£-$j£, V a r i a n ™S C X* y AlC^ U /— )V (16m 
L) (CT&ftLfco. £]jJc^£2M NH 3 <7D^^7-^ (6mL) ^T&Ti&tt} U S 
W-tZZ t^X<0, (R) -3- [N- [3-yyU^-n-5- (F^Wn^f 
/U) -Oy-C/U] ^JJS/A,] T5/-1- (3, 5-^^^-<y^-drf-y-^- 
4-^/1^?^) t'D!)^ Mfc^fc** 1 1 9 1 ) (19. 5mg, 8 8%) £ 

15 #fc 0 M^fi, RPLC/MST**«)fc '(1 0 0%) 0 ESI/MS m/ e 4 
4 3. 2 (M + + H, C 20 H 22 F 4 N 4 O 3 ) 
mmM2 4 1 -2 6 5] 

4 OO^IC^oT-a-fiJotfc, ESI/MSf"^, It5?ft, *3cfcUW£^4^£ 
20 t fefc 0 

3? 4 



3WJ 






ESI /MS m/e 


iRfi (mg) 


(%) 


241 


1192 


C20 H22 F4 N4 03 


443.2 


19.2 


87 


242 


1193 


C20 H23 F3 N4 04 


441.0 


17.5 


79 


243 


1194 


C21 H22 F6 N4 03 


493.0 


20.4 


83 


244 


1195 


C19 H23 Br N4 03 


435.1 


16.8 


77 


245 


1196 


C19 H23 N5 05 


402.2 


16.2 


81 


246 


1197 


C20 H22 F4 N4 03 


443.2 


17.6 


80 


247 


1198 


C19 H23 CI N4 03 


391.0 


16. 5 


84 


248 


1199 


C20 H26 N4 03 


371.0 


16.1 


87 


249 ; 


1200 


C19 H22 C12 N4 03 


425.0 


18.0 


85 



WO 00/69432 



2 4 7 



PCT/JP00/03203 



250 


1201 


C19 H22 F2 N4 03 


393.0 


16.6 


85 


251 


1202 


C20 H22 F4 N4 03 


443.2 


16.8 


76 


252 


1203 


C22 H24 F3 N3 03 


436.2 


17.1 


79 


253 


1204 


C23 H23 F6 N3 02 


488.2 


18.1 


74 


254 


1205 


C21 H24 Br N3 02 


430.0 


17.5 


81 


255 


1206 


C21 H24 N4 04 


397.0 


16.2 


82 


256 


1207 


C22 H23 F4 N3 02 


438.2 


17.5 


80 


257 


1208 


C21 H24 CI N3 02 


386.0 


15.8 


82 


258 


1209 


C22 H27 N3 02 


366.0 


15.7 


86 


259 


1210 


C21 H23 C12 N3 02 


420.0 


17.8 


85 


260 


1211 


C21 H23 F2 N3 02 


388.0 


16.3 


84 


261 


1212 


C22 H23 F4 N3 02 


438.2 


17.4 


80 


262 


1213 


C24 H24 CI F6 N3 02 


536.2 


24.0 


90 


263 


1214 


C23 H24 CI F4 N3 03 


486.2 


22.2 


91 


264 


1215 


C22 H24 C13 N3 02 


467.9 


20.9 


89 


265 


1216 


C22 H24 CI F2 N3 02 


436.0 


19.3 


89 



• lUffim 2 6 6] (R) -1- (4-j>PP^y^) -3- [ [N- (4-v* 

5 (R) -1- -3- (^U^7?/) t'py-^ (l 

3. 8rag, 0. 052 mm o 1 ) CO^ n UTfr/UM. (2mL) fewi^. h V ^=^/^ 
T%> (0. 021ml, 0. 1 5mmo 1 ) . 4- (^^7 5/ ) 
(lOmg, 0. 061mmol) , EDCI (10. 2mg, 0. 0 5 3mmo 

1 ) 4o<fcimOB t (7. 5 nig, 0. 0 5 5 mm o 1 ) £Anx.fc 0 ^OKJ&S-g 
10 ftSrilTl 5mfflMW Ufc 0 t&m& 2 M NaOH« (2mLX2) itl 

* (2mL) KT&frU ^"^^ (3mL) &/H^T P T F Eg TttiS L 
TttiBLfc. mmz£<9 (R) - I- -3- [ [N- (4 

) *mz- (2 4. 9mg) „ «ff»4 % RPLC/MST'*»t (9 1%) „ ESI 
15 /MS m/e 4 15. 0 (M + + H, C 2 2 H 2 7 C 1 N 4 0 2 ) 
[HiS0iJ 2 6 7 - 3 4 7] 

2 6 6^ftl:^ot^Lt 0 &&X'*>iMi. mtftf&m (Va r i an™ SCX 



WO 00/69432 PCT/JP00/03203 

2 4 8 

UyJ^) Sfcfi^n-v h^?7-f- (HPLC-C 18 ) tiO^iU 
fco ESI/MSf-^, IRS, *5<fctfl|5l*&*5l;:*i:*fc. 

* 5 



Hi 






hoi/MS m/e 


J&fi (mg) j (%) 


267 


951 


C22 H24 CI N3 04 


430.0 


26. 3 




268 


953 


C23 H29 CI N4 02 


429.0 


28. 8 




269 


954 


C21 H25 CI N4 02 


401.0 


27.9 




270 


955 


C22 H27 CI N4 02 


415.0 


26.8 




271 


956 


C21 H24 CI N3 03 


402.0 


10.3 


51 


272 


957 


C20 H22 CI N3 03 


388.0 


1.4 


7 


273 


958 


C21 H24 CI N3 03 


402.5 


1.2 


6 


274 


959 


C22 H25 CI N4 03 


429.5 


4.7 


22 


275 


960 


C23 H27 CI N4 03 


443.0 


10.9 


49 


276 


961 


C21 H25 CI N4 02 


401.0 


28.4 




277 


962 


C22 H27 CI N4 02 


415.0 


24.9 




278 


963 


C21 H24 CI N3 03 


402.0 


4.4 


22 


| 279 


964 


C22 H24 CI N3 04 


430.0 


29.5 




280 


965 


C23 H26 Cl N3 04 


444.0 


27.2 




281 


966 


C22 H24 Cl N3 03 


414.0 


27.0 




282 


967 


C23 H26 Cl N3 03 


428.0 


27.0 




283 


968 


C22 H23 Cl N4 02 


411.0 


21.4 




284 


969 


C23 H25 Cl N4 02 


425.0 


27.6 




285 


; 970 


C22 H27 Cl N4 02 


415.0 


28.6 




! 286 


971 


C23 H29 Cl N4 02 


429.0 


27 . 9 




287 


972 


C20 H23 Cl N4 02 


387.0 


26.2 




288 


973 


C21 H25 Cl N4 02 


401.0 


26.8 




289 


974 


C20 H23 Cl N4 02 


387.0 


26.6 


mmm 


290 


975 


C21 H25 Cl N4 02 


401.0 


28.2 




291 ! 


976 


C22 H23 Cl N4 02 


411.0 


29.2 




292 


977 


C23 H25 Cl N4 02 


425.0 


29.5 




293 


978 


C20 H21 Cl N6 02 


413.0 


2.2 


11 


294 


979 


C21 H23 Cl N6 02 


427.0 


10.2 


48 


295 


980 


C22 H25 Cl N4 03 


429.0 


28.8 




296 


981 


C23 H27 Cl N4 03 


443.0 


11.9 


54 


297 


982 


C22 H27 Cl N4 02 


415.0 


27.4 




298 


983 ; 


C23 H29 Cl N4 02 


429.5 


28.1 
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299 


984 


C21 H24 CI N3 03 


402.0 


27.7 


£4W 


300 


985 


C22 H26 Cl N3 03 


416.0 


28. 6 




301 


1149 


C21 H28 N4 04 


401 


15.5* 


38 


302 


1150 


C21 H28 N4 03 


385 


10.9* 


28 


303 


1151 


C21 H25 F3 N4 03 


439 


17.3* 


39 


304 


1152 


C21 H24 F N5 03 


415 


12.7* 


30 


305 


1153 


C21 H24 Cl N5 03 


430 


17.5* 


41 


306 


1154 


C22 H27 N5 03 


410 


20.6* 


50 


307 


1155 


C19 H23 F3 N4 04 


429 


13.8* 


32 


308 


1156 


C21 H30 N4 04 


403 


17.7* 


43 


309 


1157 


C18 H24 N4 03 S2 


409 


12.6* 


30 


310 


1158 


C19 H23 C12 N5 03 


440 


16.9* 


38 


| 311 


1159 


C22 H31 N5 06 


462 


38.6* 


85 


312 


1160 


C20 H26 Br N5 03 


464 


20.4 


45 


313 


1289 


C20 H27 N5 04 


403 


\ 5.8* 


14 


314 


1290 


C21 H29 N5 03 


400 


6.9* 


17 


315 


1291 


C24 H28 N4 02 


405 


22.4 


68 


316 


1292 


C22 H27 Br N4 02 


461 


23. 8 


15 


317 


1293 


C22 H23 F4 N3 02 


438 


20. 9 


59 


318 


1294 


C22 H23 F4 N3 02 


438 


20.8 


59 


319 


1295 


C23 H31 N3 03 


398 


17.5 


54 


320 


1296 


C2 0 H25 N3 02 S2 


404 


18.8 


58 


321 


1297 


C21 H24 F3 N3 03 


424 


18.1 


53 


322 


1388 


C21 H32 N6 03 


417 


7.4* 


24 


323 


1389 


C19 H22 N6 04 


399 


15.2 


48 


324 


1401 


C23 H25 Cl N4 02 


425 


8.3* 


16 


325 


1402 


C24 H32 N4 05 


457 


8.3* 


15 


326 


1403 


C20 H24 N4 02 


353 


14. 8 


52 


327 


1404 


C20 H24 N4 02 


353 


17.0 


60 


328 


1405 


C21 H26 N4 02 S 


399 


17.3 


54 


329 


1407 


C22 H28 N4 02 S 


. 413 


19.1 


57 


330 


1410 


C19 H24 N4 03 


357 


9.7* 


59 


331 


1769 


C22 H26 Cl F3 N4 OS 


519 


11.6* 


20 


332 | 


1770 


C26 H28 C12 N6 04 


559 


13.1* 


21 


333 j 


1771 


C26 H37 N5 04 


484 


12.7* 


23 


334 


1772 


C28 H39 N5 04 


510 


5.5* 


9 


335 


1773 


C28 H37 N5 04 


509 


6.2* 


11 


336 I 


1774 


C28 H34 N6 06 


551 


13.6* 


22 


337 


2039 


C19 H24 N4 02 


341 


5.2* 


14 



WO 00/69432 



PCT/JP00/03203 



2 5 0 



338 


2040 


C22 H27 N3 04 


398 


2 . 0* 


5 


339 


2041 


C23 H29 N3 03 


396 


6.2* 


15 


340 


2042 


C25 H37 N3 02 


413 


2 . 6* 


6 


341 


2043 


C24 H31 N3 02 


394 


6. 8* 


17 


"34 9 




rot uOQ \1A r\A 


A A Q 


P *7 + 
O . / w 


ID 


343 


2045 


C26 H29 CI N6 04 


525 


11.4* 


19 J 


344 


2046 


C27 H32 N6 04 


505 


' 7.7* 


13 


345 


2047 


C28 H32 N4 04 


489 


10.0* 


18 


346 


2048 


C28 H37 N5 05 


524 


3.7* 


6 ! 


i 347 


2049 


C28 H37 N5 04 


509 


5.3* 


9 



[»3 4 8] (R) -1- -3- [ [N— (2-7 

;7-5-^pp^^) 7^7] Z°aVi/> 108 

5 4) (D^ffc 

(R) -1- -3- {WsJVTX;) t°ny^ (0 

. 0 5 Ommo 1 ) nn^^A (2mL) 2-7?/-5 : ^ dd$ 

11^ (0. 0 60mL) i^y/at>*M-^?K (0. 0 60mmol 
) £AP;tfc 0 r^SfS^ifel^^g'ei 5Pff?SHf#Lfc 0 ^ Va r i 

10 an™ SCX*7ACMU (l5mL) f&frLfc. £$f5&, 2 

M NH,©^/-;!' (5mL) V ^T^ffi U ^"tS i £ ^± 9 , (R 

) -1- -3- [N- [2-7^-5-^BD^//f 

/W) 757] t°n!>^ Mt^#^-1 0 8 4) (12. 7m g 

, 6 0%) 0 RPLC/MSt^fc (8 7%) 0 ESI/MS m/e 

15 4 2 1. 0 (M + + H\ C 20 I-I 22 C 1 2 N 4 0 2 ) 

immm 3 4 9 - 3 6 1 ] 

3 4 8C0^ffi{C^oX^Ufc 0 If4©7;y«Ltl^i^tlt 4V*sT 
-t V tf-MH.tfV ^fVV (50mg) nn*/l^A (lmL) ^^rSn^T^ 
20 fitS£$t 1 Mii, ^fgt"5r £fc±oT(rJ;oTBltt^&#fc 0 ESI/MS 



WO 00/69432 PCT/JP00/03203 

2 5 1 



3t 6 









ESI /MS m/e 


J&fi; (mg) 


(%) 


349 


1085 


C20H22CIN5O4 


432.0 


4.1 


19 


350 


1086 


C 20 H 23 ClN 4 O 2 


387.0 


7.9 


41 


351 


1087 


C 2 2H 23 C1N 4 0 2 


411.0 


15.0 


73 


352 


1088 


Ci 8 H 2 oClN 3 03 


362.0 


12.9 


71 


353 


1089 


C 22 H 22 ClFN 4 0 2 


429.0 


16.0 


75 


354 


1090 


C 22 H 26 C1N 3 0 3 


416.0 


15.8 


76 


355 


1091 


C 2i H 24 Cl 2 N 4 0 2 


435.0 


10.9 


50 


356 


1092 


C 21 H 24 C1N 5 0 4 


446.0 


7.9 


35 


357 


1093 


C 2 iH 2 5ClN 4 0 2 


401.0 


9.5 


47 


358 


1094 


C 23 H 25 C1N 4 0 2 


425.0 


15.8 


74 


359 


1095 


Ci 9 H 22 ClN 3 0 3 


376.0 


13.5 


72 


360 


1096 


C 23 H 24 C1FN 4 0 2 


443.0 


11.8 


53 


361 


1097 


C 23 H 2 gClN 3 0 3 


430.0 


15.1 


70 



IMMffl 3 6 2] (R) -1- (4-»Bn^» -3- [ [N- (3-7 

8) cp-a-^t 

(R) -1- (4-^DD^y-;;l/) -3- (^Dv'/l'T?;) t°o D y'y (0 
. 0 5 Ommo I ) <Di> uuft/UJ± ( 1 . 3 5 m L ) t t e r t (0 
. 15mL) (Omm^s 3-7'P ; t-4-/f/^ISi (0. 0 6 0mL) x v> 
10 ^y7°D t 0 /U^7^*^ ^ K (0. 0 6 Ommo 1 ) *Jit>*HOB t (0. 060 
mmol) &anx.fc„ £©Rjfc»**fcM-Cl 5I^K«^Lfc. ^©S^fiKSr, 
Va r i an™ S C X* 7 Afc£fif U ^/-/^pp*M= 1:1 (12 
mL) ±*9J—fr (12mL) T"ifc#LfCo 2M NH 8 ©> * >»U 

(5mD fc«S&JH^-c8ttiU b\c£ *) % (R) -1- (4-?n 

15 n-O'vvl') -3 - [ [N — (3-7'D ; t-4-^f>'l"<y/-1 , ;l') if^i/Ar] T 
5/] en!)^ (^Wfl 0 9 8) (1 1. 6mg, 50%) £#fc 0 
tt, RPLC/MSf*fcfc (9 4%). ESI/MS m/e 4 6 6. 0 (M + 
+ H S C 2a H 23 B r C 1 N 3 0 2 ) 
3 6 3 - 5 7 2] 



WO 00/69432 PCT/JPOO/03203 

2 5 2 

#fc 0 ESI/MSf-^, HX*. Jsit/iR4s«rSE7K:*i*fc. 

TE©3-ffc-fr«»H:, *Jx-Plx, 4 15, 14 16, *5«fctM 4 1 7 

4 19:7. 9m gl lR$38% ESI/MS m/e 419 
. 0 (C 20 H 23 C 1 N 4 0 2 S) 

ft^ftftl 4 2 0 : 7. lm g> tf3 6% ESI/MS m/e 399 
. 2 (C 23 H 26 N 4 0 2 S) 

10 4 2 1 : 7. 4mg, lft*3 7%, ES I/MS m/e 4 04 

. 2 (C 19 H 25 N 5 0 3 S) 

* 7 









ESI /MS m/e 


(mg) 


JR^ (%) i 


363 


1099 


C 2 oH2oBrClFN 3 02 


470.0 


3.1 


13 


364 


1100 


C 2 oH2oCl2FN 3 02 


424.0 


3.1 


15 


365 


1101 


C 21 H 23 C1IN 3 0 2 


512.0 


12.5 


49 


366 


1102 


C 21 H 2 3C1N 4 0 4 


431.2 


7.7- 


36 


367 


1103 


C 22 H 26 BrN 3 0 2 


446.0 


13.8 


62 


368 


1104 


C 21 H 23 BrFN 3 0 2 


450.0 


16.5 


74 


369 


1105 


C 2 iH 23 ClFN 3 0 2 


404.2 


14.7 


73 


370 


1106 


C 22 H 26 IN 3 0 2 


492.0 


18.5 


75 


371 


1107 


C 22 H 26 N 4 0 4 


411.2 


15.2 


74 


372 


1108 


C 20 H 25 BrN 4 O 3 


449.0 


12.8 


57 


37 3 


1109 


Ci9H 2 2BrFN 4 0 3 


455.0 


16.2 


71 


374 


1110 


C 19 H 22 C1FN 4 0 3 


409.2 


14.4 


70 


375 


1111 


C 20 H 25 IN 4 O 3 


497.0 


17.9 


72 


376 


1112 


C 2 oH 25 N50 5 


416.2 


14.9 


72 


377 


1113 


C 23 H 27 BrClN 3 0 2 


494 . 0 


16.1 


65 


378 


1114 


C 22 H 24 BrClFN 3 0 2 


498.0 


20.2 


81 


379 


1115 


C 22 H 2 4C1 2 FN 3 02 


452.2 


18.6 


82 


380 


1116 


C 23 H 21 C1IN 3 0 2 


539.1 


21.9 


81 


381 


1117 


C 23 H 27 C1N 4 0 4 


459.2 


18.7 


81 


382 


1171 


C 2 iH 23 BrClN 3 0 2 


466.0 


4.9 


21 


383 


1172 


C 22 H 23 C1N 4 0 3 


427.2 


16.1 


75 
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384 


1173 


C23H25CIN4O3 


441.2 


22.8 




385 


1174 


C20H22CIFN4O2 


405.2 


21.4 




386 


1175 


C 2 2H26BrN 3 02 


446.0 


15.8 


71 


387 


1176 


C23H26N4O3 


407.2 


17.6 


87 


388 


1177 


C24H 28 N 4 0 3 


421.2 


20.2 


96 


389 


1178 ! 


C21H25FN4O2 


385.0 


16.2 


84 


390 


1179 


C21H25N5O4 


412.2 


2.3 


11 


391 


1180 


C23H26N4O2 


391.0 


21.6 




392 


1181 


C2oH25BrN 4 0 3 


451.0 


20.1 


89 


393 


1182 


C21H25N5O4 


412.2 


13.3 


65 


394 


1183 


C 2 2H 27 N 5 04 


426.2 


20.9 


98 


395 


1184 


C19H24FN5O3 


390.0 


20.0 




396 


1185 


Ci 9 H 2 4N 6 0 5 


417.2 


18.2 


87 


397 


1186 


C2iH 25 N 5 03 


396.2 


17.6 


89 


398 ! 


1187 


C 2 3H27BrClN 3 02 


494.0 


22.1 


90 


399 


1188 


C24H27CIN4O3 


455.2 


17.2 


76 


400 


1189 


C 25 H 2 gClN 4 03 


469.2 


21.1 


90 


401 


1190 


C 22 H 26 C1FN40 2 


433.2 


20.4 


94 


402 


1217 


C 21 H 2 oCl2F3N 3 0 2 


474.0 


38.5 


81 


403 


j 1218 


C 21 H 23 C1FN 3 02 


404.2 


35.6 


88 i 


404 


1219 


C 2 iH 2 3Cl 2 N 3 0 2 


420.0 


3.7 


9 


405 


1220 


C20H22CIIN4O2 


513.0 


53.0 . 




406 


1221 


C2 0 H 2 iClF 2 N 4 O 2 


423.0 


38.7 


92 


407 


1222 


C 19 H 2 3C1N 4 0 2 


375.2 


33.6 


90 


408 


1223 


C 25 H 26 C1N30 2 S 


496.0 


43.7 


88 


409 


1224 


C 20 H 21 ClN 4 O 5 


433.0 


40.6 


94 


410 


1225 


C 22 H 23 C1F3N 3 0 2 


454.2 


18.4 


41 


411 


1226 


C 22 H 2 gFN30 2 


384.0 


17.1 


45 


412 


1227 


C 22 H 26 C1N 3 0 2 


400.2 


17.5 


44 i 


413 


1228 


C21H25IN4O2 


493.0 


23.3 


47 


414 


1229 


C 2I H 24 F 2 N40 2 


403.2 


18.4 


46 


415 


1230 


C 20 H 26 N 4 O 2 


355.2 


15.7 


44 


416 


1231 


C 2 7H 2 9N30 2 S 


476.0 


20.9 


88 


417 


•\ 1232 


C 21 H 2 4N 4 0 5 


413.0 


19.9 


96 


418 


1233 


C 20 H 22 C1F 3 N403 


459.0 


19.4 


85 


419 


1234 


C 20 H 25 FN 4 O3 


389.0 


17.8 


92 


j 420 


1235 


C 20 H 25 ClN 4 O 3 


405.2 


18.7 


92 


> 421 


1236 


C 19 H 24 IN 5 0 3 


498.0 


23.9 


96 


422 


1237 


C 19 H 2 3F2N 5 03 


408.2 


19.0 


93 
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423 


1238 


r. .H^c MrO-, 


0 ou . u 


lb . 0 


Q I 

y 1 


424 


1239 


CotHooNv.Or.S 


api 9 

4 D X • Z 


91 A 
Z X * 4 


ft Q 

0 y 


425 


1240 


C- n Hi-,l\IrOr 

N -'19°23 r, 5*-'6 


4 1ft fi 
HO • u 


1 Q Q 

x y . y 


Q R 

y 0 


j 426 


1241 


V ^23 11 24 V,J -2 I: 3 1 *3 V 2 


Sfi9 fi 

ouz . u 


99 s 
zz . 0 


Q fi 

y u 


427 


1242 


v^23 n 27^' J - c ^ 3^2 


4 ^9 9 
4 OZ . Z 


91 9 

z 1 . z 


Q ft 

y 0 


428 


1243 


N -23* 1 27 V^J* 2-»^ 3^2 


/3 A ft fi 
4 4 0 . v 


z 1 . 0 


yo 


429 


1244 


v ^22 n 26^ J - A'»4V/2 


S4 1 fi 
04 X . U 


oc >i 
Z O . 4 


A O 

y 0 


430 


1245 


^22 n 25^Xr 2^4^2 


401 . U 


0 1 "2 
Zl . 0 


A A 

y4 


431 




Wl* 1 ^' — LIM4U2 


A A "3 O 
4UO . <£ 


TO A 

iy . 4 


96 


4^9 


JL £ 4 / 


^ 2 8 n 3 0 ^ 3 O 2 ^ 


co /i n 
0Z4 . U 


O/l "7 

z4 . 7 


94 


4 ^ 
*i oo 


1 94 ft 
XZ 4 O 


p 14 f 1 xi r\ 

C22H25CXN4U5 


4 Ol . U 


OA O 
ZO . / 


90 


4 ^4 

4 0 4 


1 194 0 


pon tio n pi 9 ma p/i 
UZU rlZU CXZ N4 U4 


A C 1 A 

401.0 


7 . 4 


33 ! 


4 ^S 


1ZDU 


fOI TT O Q /-I MA O/l 

CZX HZJ CX N4 Ufl 


431 . 2 


15 . 5 


72 


i 4^6 


! 1 9 SI 


pi q H99 pi n<; 
tl? nZZ Cl NO UD 


400 . U 


22 . 9 




4 ^7 
4 0/ 


! 1 9 S9 


poo it 0 Q p 1 m Q rvO 
CZO nzo Cl No OZ 


yt 1 y) 0 

414 . z 


17 . 9 


86 


A "3ft 

ft JO 




CO A UOI M O O 

Cz4 rlol No OZ 


394 . 2 


15 . 8 


80 




1 9 S A 
1Z 04 


r"00 uOn MA AO 


399 . 2 


17 . 3 


87 


4 4 U 


! !<: DO 


f Of! uoo D r^l xt ^ rkO 

CZU Hz^ Br Cl N4 02 


467 . 0 


21.3 


91 


Ail 1 
4 ft 1 




fO 1 u O R ID v- XT /l O O 

czi nzo cr N4 Oz 


A A C f\ 

445.0 


20 . 7 


93 


ft 4 Z 


1 9 ST 
1ZD / 


P 1 A. UO/I T2 ~. xt Q r\ 0 

Ciy HZ4 Br NO Oo 


450.0 


21 . 8 


97 , 


A A ^ 
4 4 O 


1 T CO 

IZDo 


r>01 UOQ C 1 it /i 0 

CZI nzo Cl N4 Oz 


401.2 


18 . 1 


90 


/I A A 
4 4 4 


1 O C Q 

1^ oy 


/>1 Q UO A Cl XT C r\0 

cx y HZ 4 Cl No OJ 


406.0 


20 . 1 


99 


4 4 D 


iz ou 


CZo nzy No Oo 


396 . 2 


16. 8 


85 


4 4 
4 4 O 


1 9£1 


CZO nOU Cl No Uo 


432 . 2 


19.8 


92 


A A 7 
4 4/ 


1 9 £9 
XZoZ 


CZ4 rloo No Oo 


412 . 2 


17 . 4 


85 


A A ft 
4 4 O 


1 9 £Q 
XZ DO 


POO UTO f\A 

C2Z noZ N4 04 


417.2 


18 . 7 


90 


A A Q 
4 4 y 


XZ 04 


pOC uOC r*l XT O 

CZO nZo Cl No Oo 


452 . 2 


29 . 1 




a sa 

4 JU 




POC uOQ xtO r\0 
C^io nZy No Oo 


432 . 2 


18 . 1 


84 


4 SI 


1^ DO 


L.Z4 nZo N4 U4 


A O O O 

4o / . 2 


19 . 3 


88 


4 S9 

4 OZ 


1 9fi7 
XZ O / 


P O pi TT» M P 
C23«22Clr 3N4O3 


/IOC 0 

4yo . z 


20 . 6 


83 


4 


1 9fift 
XZ Do 


P ^ O 1 XT p 

C21«23Cl2N3U3 


/IOC A 

lib. u 


17 . 5 


80 


4 S4 




L»20 n 21*^rL-XlH3O3 


a c 0 n 

4 DO . U 


to- 0 

iy . z 


82 


4 DO 


i 97 n 
xz / u 


P U PI MP 

C20 n 2lCl2N3U3 


422 . 2 


17 . 3 


82 


456 


1271 


C20H20CIFN4O4 


435 . 0 


17 . 1 


7Q 


457 


1272 


C24H25F3N4O3 


475.2 


21.7 


91 


458 


1273 


C22H26CIN3O3 


416.2 


17.8 


86 


459 


1274 


C2iH 2 4BrN 3 0 3 


448.0 


19.5 


87 


460 


1275 


C 2 iH 2 4ClN 3 0 3 


402.2 


16.7 


83 


J 461 


1276 


C 21 H 23 FN404 


415.2 


18.1 


87 
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4 62 


1277 


C22H24F3N5O4 


480.2 


20.3 


85 


463 


1278 


C 20 H 25 ClN 4 O 4 


421.2 


18.6 


88 


464 


1279 


C 19 H 23 BrN 4 0 4 


451.0 


21.3 


94 


465 


1280 


C 19 H 23 C1N 4 0 4 


407.2 


19.1 


94 


466 


1281 


C 19 H 22 FN 5 0 5 


420.2 


19.1 


91 


467 


1282 


C 2 5H 26 C1F 3 N 4 03 


523.2 


25.0 


96 


468 


1283 


C 2 3H 2 7C1 2 N303 


464.2 


12.2 


53 


469 


1284 


C 22 H25BrClN303 


496.0 


24.1 


97 


470 


1285 


C 22 H 2 !}C1 2 N303 


450.2 


21.8 


97 


471 


1321 


C 2 <)H 2 oBrCl 2 N30 2 


486.0 


5.1 


21 


472 


1322 


C 21 H 2 3C1 2 N30 2 


420.0 


10.5 


50 | 


473 


1323 


C 20 H 2 oCl 2 IN 3 0 2 


532.0 


7.1 


27 | 


474 


1324 


C 21 H 24 C1N 3 0 3 


402.2 


22.2 




475 


1325 


C 27 H 26 C1N 3 03 


476.0 


22.2 


93 


476 


1326 


C 20 H 21 ClIN 3 O 3 


514.0 


26.9 




477 


1327 


C 21 H 25 C1N 4 0 2 


401.2 


24.2 




478 


1328 


C 21 H 23 BrClN 3 0 2 


466.0 


23.1 


99 


479 


1329 


C 22 H 26 C1N 3 0 2 


400.2 


16.4 


82 


480 


1330 


C 21 H 23 C1IN 3 0 Z 


512.2 


20.8 


81 


481 


1331 


C 21 H 24 N 3 0 3 


382.2 


19.6 




482 


1332 


C 28 H 29 N 3 0 3 


456.2 


21.1 


93 


483 


1333 


C 2 iH 24 IN 3 03. . 


494.0 


25.3 


saw 


484 


1334 


C 22 H 28 N 4 0 2 


381.2 


19.0 




485 


1335 


C 19 H 22 BrClN 4 03 


471.0 


25.8 




486 


1336 


C 2 oH 2 5ClN 4 03 


405.2 


18.5 


91 


487 


1337 


C 19 H 22 C1IN 4 0 3 


517.0 


23.1 


89 


488 


1338 


C 20 H 26 N 4 O4 


387.2 


20.6 




489 


1339 


C 2S H 28 N 4 0 4 


461.2 


23.7 




490 


1340 


C 19 H 23 IN 4 0 4 


499.0 


28.2 




491 


1341 


C 20 H 26 N 4 O 4 


386. 0 


20.5 




492 


1342 


C 22 H 24 BrCl 2 N 3 0 2 


514.0 


27.2 




493 


1343 


C 2 3H 27 C1 2 N 3 0 2 


448.0 


21.4 


95 


494 


1344 


C 22 H 24 C1 2 IN 3 0 2 ! 


560.0 


27.0 


96 


495 


• 1345 


C 2 3H 28 C1N 3 0 3 


430.2 


23.8 




496 


1346 


C 22 H 25 C1IN 3 0 3 


542.0 


29.4 




497 


1347 


Ci 9 H 22 ClN 3 0 2 S 


392.0 


16.9 


43 


498 


1348 


C 20 H 25 N 3 O 2 S 


372.2 


6.9 


19 


499 


1349 


Ci 8 H 24 N 4 0 3 S 


377.2 


8.1 


43 


500 


1350 


C 21 H 26 C1N 3 0 2 S 


420.0 


13.0 


62 
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r m 
DU± 


1 Q R T 


C 22 H 24 BrClN 4 0 3 


509 .2 


5.0 


10 




1 o r o 


C 23 H 27 BrN 4 0 3 


489*2 


3.6 


IS 


R r» o 
DUo 


6 1 O R O 


C 21 H 26 BrN 5 0 4 


494 . 0 


2 . 8 


11 


DU4 


1 O R /I 


C 24 H 28 BrClN 4 0 3 


537 .2 


5.2 


19 


r n r 
DUD 


JLoDD 


C21 H22 CI N5 02 


412 . 0 


25.5 




Duo 


"1 O R ^ 
1 ODD 


C22 H25 N5 02 


392.0 


16.5 


84 


DU / 


1 TORT 

loD / 


C20 H24 N6 03 


397 .2 


19.9 




DUo 


1 O R O 


C23 H26 CI N5 02 


440.2 


21.8 


99 


509 


1368 


C 21 H2oCl2F3N 3 02 


474 . 0 


18.4 


78 . 


510 


1369 


C 24 H 24 C1F 6 IN 3 0 4 


568 .0 


24.1 


85 


511 


1370 


C 18 Hi 9 BrClN 3 0 2 S 


458.0 


19.4 


85 


512 


1371 


C 26 H 26 C1N 3 0 4 S 


512.2 


22.1 


86 


513 


1372 


C 2 sH 2 6ClN 3 0 2 


448.0 


19.1 


85 


514 


1373 


C 22 H 2 3C1F 3 N 3 0 2 


454.2 


16.2 


71 


515 


1374 


C 25 H 27 F 6 IN 3 0 4 


548.2 


22.1 


81 


516 


1375 


C 19 H 22 BrN 3 0 2 S 


436.0 


17.1 


78 


517 


1376 


C 27 H 29 N 3 0 4 S 


492.0 


19.4 


79 


518 


1377 


C 27 H 29 N 3 0 2 


428.2 


18.1 


85 


519 


1378 


C 20 H 22 ClF 3 N 4 O 3 


459.0 


17.3 


75 


520 


1379 


C 23 H 26 F 6 IN 4 0 5 


553.2 


21.0 


76 


521 


1380 


C 17 H 21 BrN«0 3 S 


443.0 


16.4 


74 


522 


1381 


C 25 H 28 N 4 0 5 S 


497.0 


18.4 


74 


523 


1382 


C 25 H 28 N 4 0 3 


433.2 


17.3 


80 


524 


1383 


C 23 H 24 C1 2 F 3 N 3 0 2 


502.0 


20.0 


80 


525 


1384 


C 20 H 23 BrClN 3 O 2 S 


486.0 


21.0 


87 


526 


1385 


C 28 H 30 ClN 3 O 4 S 


540.2 


23.8 


88 


527 


1386 


C 28 H 3 oClN 3 0 2 


476.0 


20.0 


84 


528 


1411 


C 22 H 24 C1 2 N 4 0 3 


463.0 


0.4 


2 


529 


1412 


C 23 H 27 C1N 4 0 2 


443.0 


1.3 


6 


530 


1413 


C 2I H 26 C1N 5 0 4 


448.0 


1.1 


5 


531 


1414 


C 24 H 28 C1 2 N 4 0 3 


491.0 


0.8 


3 


532 ■ 


1415 


C 21 H 22 ClN 5 0 2 S 


444.0 


6.8 


31 


533 


1416 


C 22 H 25 N 5 0 2 S 


424 .0 


4.8 


23 


jji 


14 17 
X H 1 / 


T-T XT r\ Q 

v^ 2 0-fi 24 lN6U 3 o 


/ion 0 

4^y . z 


4.5 


21 \ 


535 


1418 


C 23 H 26 C1N 5 0 2 S 


472.0 


. 10.4 


44 


536 


1423 


C27 H26 CI N3 03 


476.0 


23.9 




537 


1424 


C27 H29 N3 04 S 


456.2 


28.0 




538 


1425 


C26 H28 N4 04 


461.2 


22.3 


97 


539 


1426 


C29 H30 CI N3 03 


504.2 


26.8 
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540 


1583 


C21 H22 CI F3 N4 02 


455.0 


14.6 


64 


541 


1584 


C21 H22 CI F3 N4 03 


471.0 


17.4 


74 


542 


1585 


C19 H20 Br CI N4 02 


453.0 


15.6 


69 


543 


1586 


C19 H20 C12 N4 02 


407.2 


2.3 


11 


544 


1587 


C26 H26 CI N3 03 


464.0 


15.4 


66 


545 


1588 


C20 H23 CI N4 02 


387.0 


14.8 


77 


546 


1589 


C22 H25 F3 N4 02 


435.2 


11.1 


51 


547 


1590 


C20 H25 F3 N4 03 


451.2 


16.3 


72 


548 


1591 


C20 H23 Br N4 02 


433.0 


15.4 


71 


549 


1592 


C20 H23 Cl N4 02 


387.0 


15.6 


81 


550 


1593 


C27 H29 N3 03 


444 .2 


14.8 


67 


551 


1594 


C20 H24 F3 N5 03 


440.2 


16.2 


74 


552 


1595 


C20 H24 F3 N5 04 


456.2 


15.4 


68 


553 


1596 


C18 H22 Br N5 03 


436.0 


15.6 


72 


554 


1597 


C18 H22 Cl N5 03 


391.8 


14.4 


73 


555 


1598 


C25 H28 N4 04 


449.2 


15.9 


71 


556 


1599 


C19 H25 N5 03 


372.2 


15.8 


85 


557 


1606 


C21 H21 Cl F3 N3 02 S 


472.0 


17.0 


72 ! 


558 


1607 


C21 H21 Cl F3 N3 02 S 


452.2 


15.3 


68 


559 


1608 


C2 0 H23 F3 N4 03 S 


457.2 


15.9 


70 


560 


; 1660 


C21 H22 Br F3 N4 02 


501.0 


19.0 


76 


561 


j 1661 


C21 H22 Br F3 N4 03 


517.0 


16.2 


63 


562 


1662 


C20 H21 Br F2 N4 02 


469.0 


15.1 


65 


563 


1663 


C20 H22 Br Cl N4 02 


467.0 


14.5 


62 


564 


1692 


C20 H23 Br2 N3 03 


514 


7.3 


28 


565 


1693 


C22 H26 F2 N4 02 


417 


16.2 


78 


566 


1694 


C22 H27 F N4 02 


399 


21.8 




567 


1695 


C22 H27 Br N4 02 


459 


24.5 




568 


1696 


C22 H27 I N4 02 


507 


27.4 




569 


1697 


C22 H27 Cl N4 02 


415 


22.1 




570 | 


1698 


C23 H27 F3 N4 03 


465 j 


24 .3 




| 571 


1699 


C23 H27 F3 N4 02 


449 


25.3 




572 | 


1700 


C22 H25 Br Cl N3 02 


480 


17.8 


74 



CTx.fi, ft^«fl 58 3ll TS©NMR£^Lfc. *H NMR (4 0 0M 
Hz, CD 3 OD) 5 1.64-1.72 (m, 1 H), 2.20-2.30 (m, 1 H), 2.41-2.51 (m, 
2 H), 2.71-2.78 (in, 2 H), 3.59(dd, J = 15.4, 12.9 Hz, 2 H), 3.94(s, 2 H), 4 
5 .35-4. 41 (m, I H), 6.82 (d, J = 8. 6 Hz, 1 H), 7.29 (s, 4 H), 7.40 (dd, J = 8 
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.6, 1.7 Hz, 1 H), 7.85 (d, J = 0. 96 Hz, 1 H) 
[##«4] ( S) -3- [N— [3- (H)7;utn^f;u) ^>^L±3 £ 
!J v7U] 7^7 b°a!) 

(S) -1- (4-^dd/<^) -3- [N— [3- (MJ^/l^o^/U 
5 ) -O-yV/kl ->7U] 7?/k'D!)^ (2. 9 3 g> 6. 6 6mmo 1 ) t 
Pd (OH) 5%mm/t? S-fr (7 0mL) R»tt£6 0t;T?3l$IBI«# 

2M Na OHjg?g (1 0 OmL) *An*. % Sixf/l, (1 0 OmLX 3) T'ttttl 

10 IfsLfCo *7A^nvh^77^- (Si0 2 , ftixf*/>^7^/H)xf 
/V7?y=8 5 : 1 0: 5-60 : 3 0 : 5) -C«fi-r 5 r t «t (9 % (S) -3 
- [N— [3- (M)7;^a>f^) 'OW/i/l ;/<J>>yl/| T?/fc°D0^> 
(1. 7 0g, 8 1%) £}SM#I8>£ LT#7t 0 X H NMR (CDCl 3l 2 7 0M 
Hz) 6 1.76 (d, J = 7.3 Hz, 1 H), 2.07-2.25 (m, 1 H). 2.81-2.98 (m, 2 H) 
15 3.02-3.11 (in, 2 H), 4.12 (s, 2 H), 4.41 (br, 1*H), 6.90 (br, 1 H), 7.45 ( 
br, 1 H), 7.58 (dd, J = 7.34oit/7.3 Hz, 1 H), 7.77 (d, J = 7. 3 Hz, 1 H), 8 
.02(d, J = 7.3 Hz, 1 H), 8. 11 (s, 1 H) ; E S I /MS m/ e 3 16. 0 (M 
+ + H, C 14 H 16 F 3 N 3 0 2 ) 

(R) -3- [N- [3- (M)7^n^f;U) ^-V/^J^] ? V is 
20 jV\ 75 7 Mu V ^Zttfo?5WM&£TfKfcffl*m^xmm<D%mzi&'iX-& 
fifcUi 0 1. 4 9g, 6 8%;±« (S) -IWfcOtPC'H NMR 
<t E S I /MSSr^Lfco 

(R) -3- [N— [2-T5/-5- (^17/^0 7^) -OV* 

25 ftfcfto-O&ricLfc, 3 16rag, 9 3%; ESI /MS m/e 3 3 1. 2 ( 
M + + H, C 14 H 17 F 3 N 4 0 2 ) 

Sbfc, (R) -3 - [N— [2- (t e r t -7 h ^r^/U/K-yUT 5 /) - 
5- (M^/M-tM hdrix) -<>^^yu] ^!ivvl/| T 5 / fc'o V S^fcJttfc"** 

30 R (CDC I 3 . 4 0 0MHz) 5 1.51 (s, 9 H), 1.60-1.70 (m, 2 H), 2.10-2. 
25 (m, 1 H), 2.80-2.88 (m, 1 H), 2.89-2.98 (m, I H), 3.04-3.18 (m, 2 H), 4. 
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05 (d, J = 4.9 Hz, 2 H), 4.43 (br, 1 H), 6.15 (br, 1 H), 7.03 (br, 1 H), 7. 
32 (d, J = 9.3 Hz, 1 H), 7.38 (s, 1 H), 8.42 (d, J = 9. 3 Hz, 1 H) 

l£Mm 5 7 3] (R) - 3 - [ [N— [2 - ( t e r t -Zf Y**/j3 /V$~J>V 
7$7) -5-y^y^xn^^-;V^y^4,y) gjj_yyu] T ^ /] -1- (4- 
5 $ a p 

(R) -1- -3- (:/!)v7W$/) t"oy-^y (5 

. Og, 18. 7mmol) O^nD^^y (lOOmL) ISi^C, 

(2. 9m L, 20. 5mmol) , 2 - (t e r t -Zf Y *t*/%A'tf~A' 
10 T$y) -5- (M)7A^-o>^) $MMK (6. 27g, 20. 5mmol 
) % EDCI (3. 9g, 20. 5mmo 1 ) JoitfHOB t (2. 8 g, 2 0. 
5mmol) ZmTLtz* Z. ©SSll^i^ISt'-lSl!^ Lfc. - ©£fS?g£#>lC 
2M NaOH*»S (8 0mL) £iP;L, i^* D n / * yClt&ffi Lfc 0 roftW 
*Sr«S*Na 2 S0 4 -e|fcj!(|, fltii. *l§Lfc 0 *7A^B?h^77^- (SiO z 
15 , ^f-^/BHBE^fvU- l : 1-1 : 4) \R) -3- 

[ [N— (2 - ( t e r t h*5'#/H5=vl'7 5 /) - 5 - MJ 
/t^O-yVyu) 7 5 7] -1- fc'o J) V>i/ (9 

. 4 1g, 9 1%) ^flfe7^7 7^Wi: LTfcfc. ESI /MS m/ e 
5 5 5. 2 (M + + H, C 26 H 30 C 1 F 3 N 4 0 4 ) 
20 [#%0!l5] ■ (R) -3- [ [N— (2- (t e r t-7"F^r^M'^7; 
7) -5- h D yyU^-a>^/U^yyVyP) ^y^/U] 7 5/] a V 

(R) -3- [ [N — (2- (t e r t h*is*A'tf=-*'7 5 / ) -5- h 

^^p^f/Ky/'f/i/) VD^y/u] 75/] -1- u-* pdk^^) 

t'DUv^y (6. 3 g, 11. 4ramol) , Pd (OH) , (1. 68g) 
25 (3. 7mL) zkiOv^/-^ (8 0mL) ©fi-^ftSr 5 0*0"?— «fe» 1$ Lfc. 

MMfcfcttlSLfc. *7A^nvh^77>f- (Si0 2> ^^^yu/^^y-yu= 
5:1-4:1) 5 i £ Id «fc «3 (R) - 3- [ [N — (2- (tert- 

7*f*V*/V#=/i'75/') - 5 - hV 7 /Vita / f-^y/^jv) 7 
30 */] t°D!)v?> (4. 4 2g, 9 0%) LT#£: 0 1 H NMR (C 

DCI 3> 4 0 0MHz) 5 1.48 (s, 9 H), 2.0-2.4 (m, 2 H), 3.42-3.71 (m, 5 
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H), 4.00-4.22 (m, 2 H), 4.56 (br, 1 H), 7.48 (d, J = 9. 0 Hz, 1 H), 7.93 (s 
, 1 H), 8.17 (br, 1 H), 8.33 (d, J = 9. 0 Hz, 1 H), 8.45 (br, 1 H) 

IMMM 5 7 4] (S) - 1 -^OvvW- 3 - [N— [3- (V V ^f- 
J±) ^y/JM ?}) <y>v\ 75 / fc°n {J frffr£ft##2 3 9) <Pfrfifc 
5 (S) -3- [N — [3- (hV 7fr*a tf-jU) -O-y^f/l/] 75 

/t'ny^V (0. 0 6mmo 1) h-hD/U (l. lmL) ^fgt (t°-< 

L>iV/5vV) #y*^U^ (2. 6-2. 8mraol/g, 3 0mg) £ s H-fk; 
-OvvU (0. 0 5 Ommo 1 ) <D7± h 0 ^ (0. 4mL) mm^M^tz a 

10 ig.iSlr-CG&ffeU M^^$§Lfc 0 ?g££Ti? hy^ (1. OmL) IzfeM L 
, 7x=Myi/7^-f (0. 0 0 8mL s 0. 0 5mmol) £AP;tfc 0 
m&&M.£.X ltmW&U Va r ian™ SCX*5A|:*fU /*/-/U ( 
15mL) iCX&cfrLtZo ±J$$l£, 2M NH 3 ©^^/-^ (6mL) igfg&ffi 
l^T&ttSU »*M-5i£U:,fc <0 (S) - 1 --O-vvl— 3- [N- (3- (hV 

15 7;^a^f;P) "^/-f/lO i/y TUt'DD^y (ft^Wf2 3 9) 

(9. Omg. 4 4%) 0 M$?:RPLC/MSICT*ftfc (9 9%) 0 E 
SI/MS m/e 40 6. 0 (M + + H, C 2 a H 2 2 F 3 N 3 O 2 ) 
[30fe#l5 7 5] (R) -1- (4-^/^y^V) -3- [ [N- (3-h 
!J 7^^-a^^/^^/^yW) ?*y 75 7] t'nVi/y (ft^Mf 164 

20 8) CD^-fife 

(R) -3- [N- [3- (F!)7;^n^f;u) -OyVyu] ^y^/u] 7 5 
/fay^^ (0. 0 5 0mmol) % 4-7f;l"<yX7/Vf t K (0. 18m 
mo 1) , N a B H 3 CN (0. 2 3mmo 1) *5,fcOM^/ — >V (1. 8 5mL) 
(0. 0 6 0mL) ZMz.tz 0 roS^^tl^6 O^T-l 2B#PhT 

25 ff^tfCo M^trftifJU Var i an™ S C X # 7 At^^ U / * / ( 
1 5mL) (CTgfe^Lflo 2M NH 3 (D / <5> S (5mL) 

^XiaiU Zi^S^ifiJ: <9. (R) -1- U-^fvl^O-v^) -3 - [ 
[N— (3-H)7;^n^f/^y^;l,) ^UvvW 7 5/] t°n y v?^ (-ft; 
^ft#fl 648) 4r#fc (2 0. 6m gl 8 9%) . MfiEfcR P LC/MSCt 

30 tft/c (9 1%) , ESI/MS m/e 4 6 2. 2 (M + + H s C 2 5 H 3 0 F 3 N 

3 o 2 ) 
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mmm 576-738] 

^h^7^^- (hplc-c 18 ) &mb*xmm-f?>zbt£y)n&}®zntz 0 e 

5 S I /MSf-^ t URS, fcitflK^^SfCiL^f;:, 

^ 8 







#*5t 


ESI/MS m/e 


(mg) 


W {%) 


576 


240 


C21H21F4N3O2 


424.0 


10.2 


48 


577 


241 


C 21 H 2 iClF3N 3 0 2 


440.0 


12.1 


55 


578 


242 


C21H20CI2F3N3O2 


474.0 


13.9 


59 


579 


243 


C 21 H2oCl 2 F3N 3 0 2 


474.0 


13.8 


58 


580 


5 244 


C22H 2 4F 3 N 3 02 


420.0 


13.1 


62 


581 


245 


C 2 iH 2 iF 4 N 3 0 2 


424.0 


11.9 


. 56 


582 


246 


C2iH 21 ClF 3 N30 2 


440.0 


8.5 


39 


583 


247 


C 21 H 2 oCl2F3N 3 0 2 


474.0 


10.5 


44 


584 


248 


C22H24CF3N3O3 


436.0 


11.0 


51 


585 


249 


C22H21CI FeN 3 02 


474.0 


12.8 


54 


586 


250 


C22H 2 4F 3 N 3 0 2 


420.0 


11.0 


52 


587 


251 


C 2 iH 21 F 4 N 3 0 2 


424.0 


13.5 


64 


588 


252 


C22H24F3N3O3 


436. 0 


11.8 


54 


589 


253 


C 22 H 2 4F 3 N30 2 


420.0 


11.1 


53 


590 


254 


C21H20CIF3N4O4 


485.0 


2.4 


10 


591 


255 


C2iH 21 F 3 N 4 0 4 


451.0 


12.2 


54 


592 


256 


C 21 H 21 F 3 N 4 0 4 


451.0 


11.4 


51 


593 


257 


C 22 H 21 F 6 N30 2 


474.0 


11.1 


47 


594 


258 


C 2 4H 26 F 3 N 3 04 


478.0 


15.3 


64 


595 


259 


C 22 H 23 C1F3N302 


420.0 


6.4 


31 


596 


260 


C2lH20Cl2F3N3O 2 


474.0 


12.1 


51 


597 


261 


C22H21CI FgN30 2 


474.0 


13.6 


57 


598 


262 


C 2 iH 2 iBrF3N30 2 


484.0 


15.2 


63 


599 


263 


C 2 iH 2 iBrF3N 3 0 2 


484.0 


14.5 


60 


600 


264 


C 2 7H 26 F3N30 3 


498.0 


9.3 


37 


601 


265 


C 21 H 21 BrF 3 N 3 0 2 


484.0 


11.6 


48 


602 


266 


C 22 H 22 F3N30 4 


450.0 


8.9 


40 


603 


267 


C 22 H 2 4F 3 N 3 03 


436.0 


10.3 


47 
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604 


268 ; 


C 23 H2 5 F 3 N403 


463.0 


6.3 


27 


605 


269 • 


C22H24F3N3O4S 


484.0 


8.0 


33 


606 


270 


C 23 H 24 F 3 N 3 0 4 


4 64.0 


8.9 


38 


607 


271 


C2iH 2 oF 5 N 3 0 2 


442.0 


6.1 


28 


608 


272 


C2iH2 2 F 3 N 3 0 3 


422.0 


13.6 


59 


609 


273 


C22H 2 iF 3 N 4 0 2 


431.0 


12.6 


59 


610 


274 


C22H2iF 3 N 4 0 2 


431.0 


7.7 


36 


611 


275 


C22H21F3N4O2 


431.0 


12.7 


59 


612 


276 


C 21 H 2 oF 5 N 3 0 2 


442.0 


11.7 


53 


613 ; 


277 


C 27 H2sF 3 N 3 0 2 


482.0 


9.5 


39 


614 


278 


C 23 H 24 F 3 N 3 0 4 


464.0 


13. 0 


56 


615 i 


279 


C 22 H 21 F 6 N 3 0 3 


490.0 


10.4 


42 


616 


280 


C 22 H 2 iF 6 N 3 0 3 


490.0 


12.0 


49 


617 


281 


C 22 H 22 F 3 N 3 0 4 


450.0 


4.9. 


22 


618 


282 


C 2 5H 3 oF 3 N 3 02 


462.0 


12.0 


52 


619 


283 


C 2 oH 23 F 3 N 4 0 3 


425.0 


8.1 


38 


620 


284 


C 27 H 25 C1F 3 N 3 02 


516.0 


4.8 


19 


621 


285 


C 21 H 22 F 3 N 3 0 2 


406.0 


4.8 


24 


622 


286 


C 21 H 2a F 4 N 3 0 2 


424.0 


4.5 


21 


623 


287 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


5.8 


26 


624 


288 


C 2 iH2oCl 2 F3N 3 0 2 


474.0 


8.1 


34 


625* 


289 


C 2 iH 2 oCl 2 F3N 3 0 2 


474.0 


8.0 


34 


626 


290 


C 22 H 2 4F 3 N 3 0 2 


420.0 


6.0 


29 


627 


291 


C 2 iH 2 iF 4 N 3 0 2 


424. 0 


6.2 


29 


628 


292 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


4.5 


20 


: 629 


293 


C 2 iH2oCl 2 F 3 N 3 02 


474.0 


5.1 


22 


630 


294 


C 22 H 2 4CF 3 N 3 03 


436.0 


4.2 


19 


631 


295 


C 22 H 21 C1F 6 N 3 0 2 


474.0 


6.0 


25 


632 


296 


C2 2 H 2 4F 3 N 3 0 2 


420.0 


4.3 


21 


633 


297 


C 21 H 21 F 4 N 3 0 2 


[ 424.0 


8.2 


39 


634 


298 


C 22 H 24 F 3 N 3 0 3 - 


436.0 


12.2 


56 


635 


299 


C 22 H 24 F 3 N 3 0 2 


420.0 


8.1 


39 


636 


300 


C 2i H 20 ClF 3 N 4 O 4 


485.0 


13.7 


57 


637 


301 


C 21 H 21 F 3 N 4 0 4 


451.0 


15. 1 


67 


638 


302 


C 21 H 21 F 3 N 4 0 4 


451.0 


16.6 


74 


639 


303 


C 22 H 2 iF 6 N 3 0 2 


474.0 


12.6 


53 


640 


304 


C 24 H 26 F 3 N30 4 


478.0 


14.5 


61 


641 


305 


C 22 H 23 C1F 3 N 3 0 2 


420.0 


8.4 


37 


642 


306 


C 2 iH 20 Cl 2 F 3 N 3 O 2 


474.0 


13.5 


57 : 
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643 


307 


C22H21C1FSN302 


474.0 


3.7 


16 


644 


308 


C2iH 2 iBrF3N 3 02 


484.0 


7.2 


30 


64 5 


309 


C2iH2iBrF 3 N 3 0 2 


484.0 


6.7 


28 


646 


310 


C27H26F3N3O3 


498.0 


4.2 


17 | 


647 


311 


C 2 iH 21 BrF 3 N 3 0 2 


484.0 


6.3 


26 


648 


312 


Q22H22 F 3 N 3 04 


450.0 


2.4 


11 


649 


313 


C 22 H 24 F 3 N 3 0 3 


436.0 


1.9 


9 


650 


314 


C 23 H 25 F 3 N 4 0 3 


463.0 


5.0 


22 | 


651 


315 


C 22 H24F 3 N 3 0 4 S 


484.0 


2.5 


10 


652 


316 


C 23 H24F 3 N 3 0 4 


464.0 


3.3 


14 


653 


317 


C 2 iH 2 oF5N 3 0 2 


442.0 


4.5 


20 


654 


318 


C 2 iH 22 F 3 N 3 0 3 


422.0 


7.9 


34 


655 


319 


C 22 H 21 F 3 N 4 0 2 


431.0 


6.5 


30 


656 


320 


C 22 H 21 F 3 N 4 0 2 


j 431.0 


14.2 


66 


657 


321 


C 22 H 21 F 3 N 4 0 2 


431.0 


14.9 


69 


658 


322 


C 21 H 20 F 5 N 3 O 2 


442.0 


13.6 


62 


659 


323 


C 27 H 26 F 3 N 3 0 2 


482.0 


3.9 


16 


660 


324 


C 23 H 24 F 3 N 3 0 4 


464.0 


15.2 


66 


661 


325 


C 22 H 21 F 6 N 3 0 3 


490.0 


16.1 


66 


662 


326 


C 22 H 21 FsN 3 0 3 


490.0 


13.6 


56 


663 


327 


C 2 2H 22 F 3 N 3 0 4 


450.0 


5.4 


24 


664 


328 


C 25 H 30 F 3 N 3 O 2 


462.0 


10.9 


47 


665 


329 


C 20 H 23 F 3 N 4 O 3 


425.0 


12.0 


57 


666 


986 


C27 H25 CI F3 N3 02 


516.0 


1.5 


6 


667 


1118 


C28 H27 F3 N4 03 


525 


21.5 


62 


668 


1119 


C22 H24 F3 N3 02 S 


452 


16.9 


57 


669 


1120 


C23 H26 F3 N3 04 


466 


20.5 


67 


670 


1121 


C22 H23 F3 N4 04 


465 


16.8 


55 


| 671 


1122 


C28 H36 F3 N3 02 


504 


21.0 


63 


672 


1123 


C25 H23 Br F3 N3 02 


534 


26.6 


75 


673 


1124 


C19 H19 F3 N4 05 


441 


21.3 


73 


674 


1133 


C23 H26 F3 N3 04 


467 


33.6 


84 


675 


1134 


C24 H28 F3 N3 05 


496 


34.8 


82 


676 


1135 


C22 H21 F3 N4 06 


495 


32.6 


77 


677 


1136 


C23 H24 F3 N3 05 


480 


36.6 


89 


678 


1137 


C22 H21 Br F3 N3 04 


529 


30.8 


69 


679 e 


1138 


C24 H2 6 F3 N3 02 


446 


32.7 


86 


680 


1139 


C22 H24 F3 N3 02 


420 


18.6 


51 


681 


1140 


C21 H20 F3 N5 06 


496 


20.5 


49 



WO 00/69432 
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682 


1141 


C25 H24 F3 N3 02 


456 


22 . 5 


58 j; 


683 


1142 


C25 H24 F3 N3 02 


456 


21.6 


55 


684 


1143 


C35 H34 F3 N3 04 


618 


27.3 


53 


685 


1144 


C23 H26 F3 N3 04 


466 


25.5 


64 


686 


1145 


C23 H25 F3 N4 06 


511 


38.0 


88 


687 


1146 


C28 H28 F3 N3 03 


512 


38.3 


89 


688 


1147 


C23 H25 F3 N4 03 


463 


27.1 


62 


689 


1148 


C27 H26 F3 N3 02 


482 


22.4 


57 


690 


1161 


C22 H24 F3 N3 04 


452 


13.5 


58 


691 


1162 


C24 H28 F3 N3 03 


464 


16.7 


70 


692 


1163 


C22 H23 F4 N3 03 


454 


15.8 


68 


693 


1164 


C23 H26 F3 N3 03 


450 


15.7 


68 


694 


1165 


C23 H24 F3 N3 04 


464 


16.3 


68 


695 


1166 


C22 H23 Br F3 N3 03 


513 


15.0 


57 


696 | 


1168 


C17 H17 CI F3 N5 02 S 


448 


6.9* 


23 


697 


1169 


C20 H22 F3 N5 03 S 


470 


1.7* 


6 


698 j 


1170 


C22 H22 F3 N5 02 


446 


2.3* 


8 


699 


1286 


C26 H33 F3 N4 03 


507 


25.3* 


51 


700 | 


1287 


C21 H20 F3 N5 06 


496 


4.0* 


8 


701 


1288 


C22 H24 F3 N3 04 


452 


3.6* 


13 


702 


1298 


C23 H25 Br F3 N3 04 


544 


28.4 




703 


1299 


C24 H28 F3 N3 05 


496 


1.4 


6 


704 


1300 


C23 H26 F3 N3 04 


466 


7.3 


33 


| 705 


1301 


C24 H28 F3 N3 05 


496 


12.6 


53 


706 


1302 


C24 H28 F3 N3 03 


464 


24.5 




707 


1303 


C23 H25 Br F3 N3 04 


544 


22.2 


86 


708 


1304 


C29 H30 F3 N3 04 


542 


28.6 




709 


1305 


C26 H26 F3 N3 03 


486 


35.4 




710 


1306 


C24 H28 F3 N3 04 


480 


8.1 


35 j 


711 


1307 


C23 H26 F3 N3 05 


482 


27.9 


saw 


712 


1308 


C23 H24 F3 N3 03 


448 


5.9 


28 


713 


1309 


C23 H25 F3 I N3 04 


592 


24.0 


85 


714 


1310 


C22 H24 F3 N3 04 


452 


3.4 


16 


715 


1311 


C22 H22 F3 N3 04 


450 


3.4 


16 


716 


1312 


C21 H21 F3 I N3 02 


532 


18.1 


72 


717 


1313 


C21 H21 Br F3 N3 02 


484 


17.4 


76 


718 


1314 


C19 H19 F3 N4 04 S 


457 


16.8 


77 


719 


1315 


C20 H22 F3 N3 03 


410 


13.6 


70 


720 


1316 


C22 H20 CI F6 N3 02 


508 


18.6 


77 
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721 


1317 


C21 H20 CI F3. N4 04 


485 


17.0 


74 


722 


1318 


C21 H20 CI F4 N3 02 


458 


17.0 


78 


723 


1319 


C21 H20 CI F4 N3 02 


458 


17.6 


81 


724 


1320 


C21 H20 Br F4 N3 02 


502 


18.5 


77 


725 


1390 


C26 H32 F3 N3 02 


476 


16.1 


51 


726 


1391 


C23 H26 F3 N3 02 


434 


20.0 


76 


727 


1392 


C22 H23 CI F3 N3 02 


454 


20.0 


67 


728 


1393 


C23 H26 F3 N3 02 


434 


20.1 


70 


729 


1394 


C22 H23 F3 N4 04 


465 


18.4 


60 


730 


1395 


C23 H24 F3 N3 02 


432 


21.4 


75 


731 


1396 


C26 H26 F3 N3 02 


470 


20.4 


66 


732 


1397 


C21 H20 Br2 F3 N3 02 


562 


14.5 


54 


733 


1398 


C22 H22 C12 F3 N3 02 


488 


10.8 


47 


734 


1399 


C22 H22 C12 F3 N3 02 


488 


9.4 


40 


735 


1400 


C22 H23 CI F3 N3 02 


454 


19.1 


88 


736 


1614 


C22 H21 F6 N3 S 


506.0 


24.2 


96 


737 


2050 


C20 H22 F3 N3 02 S 


426 


6.0 


30 


738 


2051 


C21 H23 F3 N4 02 


421 


6.5 


32 



mi&m 7 3 9- 7 4 8] 

* 9 



mmm 






ESI/MS m 
/e 


JRS (mg> 


^ (%) 


739 


1650 


C24 H28 F3 N3 02 


448.0 


20.4 


91 


740 


1706 


C23 H25 F3 N4 03 


463.2 


3.7 


11 


741 


1707 


C22 H25 F3 N4 02 S 


467.0 


10.3 


29 


742 


1708 


C23 H27 F3 N4 02 


449.2 


11.4 


34 


743 


1709 


C24 H29 F3 N4 02 


463.2 


15.2 


44 


744 


1775 


C22 H25 F3 N4 04 


467.2 


9.2 


26.3 


745 


1776 


C22 H25 F3 N4 04 


467.2 


8.9 


25.4 


746 


1787 


C24 H29 F3 N4 02 


463.2 


5.6 


16.1 


747 


1802 


C23 H27 F3 N4 04 


481.2 


11.7 


32.5 



WO 00/69432 PCT/JP00/03203 

2 6 6 

| 748 j 1803 |C22 H25 F3 N4 03 [ 451.2 | 9.6 j 28.4 

[^j6fe0*J 7 4 9] (JO -3- [ [N— (2 -75 7-5- h ]) hfr 

>V) t°o y v?y (fetliji 8 9 6) D-g-Efe 

5 (R) -3- [N- [2- (t e r t-^h^^^T?;) -5- (h 

!)7;l'tn/F*v') -^>-yV^] ^UV/U] 75/fc°Pl>v ? > (0. 0 5 0mm 
ol) , 3-t Kn#*/-4-> h^yXT^ft K (0. 0 6 0mmol) 
, NaBH 3 CN (0. 1 5 mm o 1 ) to ±(Jt> * 7 — /V ( 1 . 3mL)©^^|r 
, ftgl (0. 0 5 0mL) 31©R^jfi^»S:6 0 , C-C8NfW«i$Ufc. 

10 Var ian™ S C X # 7 AfclMff U ^/"^ (10mL 

) ir-Cftj^Ufc, 4^2M NH 3 W^;-^ (5mL) »jRSrffiV^»ffl L 

, »«Lfc. #Mifc»Sfc4M hcioi, 

mm^Mu^x-mmwLtz 0 mm®. ^TLcx-iitsriicj;^ (r) 

-3 - [ [N— '(2-757-5- M)7^d^ h y^/yf /U) 
15 75/] -1- (3-fc Kp*f-4-> h*^^) fn U -yy 

f 1 8 9 6) £#fc (9. lmg, 3 8%) „ MS&R P L C/M S fCT^fcfc ( 
9 3%) o ESI/MS m/e 4 8 3 (M + + H, C 22 H 25 F 3 N 4 O s ) 
[H$s#J 7 5 0- 7 5 7] 

20 7 4-9 0*ifet«ot^Lfc 9 ESI/MSf-^, Ifcft, *5 «fctfll5l4M8rfc 1 0 

3c 10 



JSJ60J 






ESI/MS m 
/e 


4Xfi (mg) 


ft* (%) 


; 750 


1897 


C22 H25 F3 N4 03 S 


483 


22.7 


94.1 


I 751 


J 1898 


C23 H27 F3 N4 03 


465 


12.2 


52.5 


752 


1899 


C24 H29 F3 N4 03 


479 


14.4 


60.2 


753 


1900 


C22 H25 F3 N4 05 


483 


2.6 


10.8 


754 


1901 


C24 H29 F3 N4 03 


479 


14.5 


60.6 


755 


1902 


C23 H25 F3 N4 04 


479 


12.0 


50.2 


756 


1915 


C23 H27 F3 N4 05 


467.2 


2.5 


6.7 
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1916 



C22 H25 F3 N4 04 



467.2 



3.1 



8.9 



Kl«7 5 8] (R) -3- [ [N— (2-7 5/ -5-H) 2J^ARl±^. 

) ^vV-iiv) ?*yvvu] 75/] - l- u- tr=A"Os^) t'aii^y (fc 

17 0 1) <Ditf& 

5 (R) -3- [ [N— (2-75 7-5- (h D ^^/V/U) 

^y^] 75/] fnD^y (0. 0 5 0mmol) , 4 - fcT^/U-^v 5 /!^ n 
!) K (9. 9mg, 0. 065m L), y v> / ;>< y (6 0mg 

) , T±h=-hV^ (1. OmL) % *5j:U^ n d^UA (0. 30mL) <D^ 
^£5 0°Cfl 2B*BJ«lf Ufc. r<0Rj&fc£4fc&MST?N*>U Va r i an T 
10 M SCX*7A|CMU (l5mL) {CTft^Lfc. ±J&W)%, 2M 

NH 3 ©>^/-;1/ (5mL) jS*Srffl^T»m »«f 5 3. t (C «fc t) , (R) 
-3- C [N — (2-757-5- (M)7;l/tn^f;l/) ^y^/l.) 
] 7 5/] - 1 - (4 - C^/U^^U) t°o y (fc3"*>## 17 0 1) 
fc (19. 6mg, 8 8%) , i^g£R P L C/MS (^T*fefc (92%). ES 
15 I/MS m/e 5 4 7. 2 (M+ + H, C 23 H 25 C 1 F 3 N 4 0 2 ) 
7 5 9- 7 6 2] 

20 m xi 









ESI/MS m/e 


iftffi (mg) 


US* (%) 


759 


1702 


C22 H25 F3 N4 03 


451.2 


5.3 


24 


760 


1703 


C22 H23 F3 N4 04 


465.2 


5.0 


22 


761 


1704 


C21 H23 F3 N4 03 


437.2 


20.9 


96 


762 


1705 


C21 H21 C12 F3 N4 02 


489.2 


9.3 


38 



IMMm 7 6 3] (R) -3 - [ [N— (2-75Z-5- (\~V7/\sXv* h 

*±) -o-y^/u) yyw] 7^/] - l- (2. t°u 

25 y is* {ft&tottl 9 0 5) <p£-jft 
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(R) -3 - C [N— (2-T5/-5- (h y7,M-ay h*^) ^'/^JU 
) 757] fn|Ji?y (0. 0 5 0mmo 1)\ 2, 

'^^y K (0. 0 6 6mL) , bV? U 5?y y ^frtfl) ^ (6 Omg) , 
T±h=-hV^ (0. 8mL) , ISXlf? u a fr/VJ* (0. 5mL) <Dm&®)Z 6 
5 O'CT'l 2m?$MWLtz» rOKJ£^^&^S*-eft£PU Varian™ SC 
X*7A(-A?Sft, 5 0%^°*;^/^/-^ (lOmL) ( 
lOmL) lZXmfrLtz 0 ±J$.m%, 2M NH 3 ©^^7-yU (5mL) 
V^&tUU j^Lfc. #bttfca$l^4M HClOl, 4mt> (2mL 

10 , (R) -3- [ [N- (2-T5/-5- {hV y/V*vt O^jjU 
) ^y^yv] -1- (2, fc°o y -^v 

^19.0 5) (17. 6rag. 7 0%) 0 «$^RPLC/MS|:T*fefc 

(9 3%) „ ESI/MS m/e 5 05 (M + + H, C 21 H 21 C 1 2 F 3 N 4 0 3 

) 

"15 [IWI7 6 4-7 7 0] 

*wnxm v ^\Y&mtc. t^^n^-t^w^^ «t ^ v num 7 

6 3©^fetC^oT^Lfc 0 ESl/MSf-^, HXm, & itfWSriU 2 

m. 12 

20 









ESI /MS m/e 


$4 (mg) 


(%) 


764 


1906 


C22 H23 F3 N4 05 


481 


9.4 


39.1 


765 


1907 


C21 H23 F3 N4 04 


453 


7.5 


33.2 


766 


1908 


C22 H25 F3 N4 04 


4 67 


7.7 


33.0 


767 


2180 


C22 H24 CI F3 N4 02 


469 


1.3 


26 


768 


2181 


C23 H25 F3 N6 03 


491 


4.3 


52 


769 


2182 


C19 H22 F3 N5 02 S 


442 


7.0 


51 


770 


1909 


C23 H25 F3 N4 03 


463 


8.7 


37.6 



\3lMm 7 7 1 ] (R) -3- [ [N- (2-T$y-5- HJ:7/M-py V* 
v--<^yV/W) /!)-^] T$y] -1- (2-7-;/-4-^Dn^yv?yl/) fc° 

p^-^ 19 2 1) 



WO 00/69432 PCT/JPOO/03203 

2 6 9 

(R) - 3- [ [N— (2-T$ 7-5- M)7;^n^ h df- v^O-vV )V) ? 
y 7? /] t'o !> (0. 0 5 Omm o 1) , 4-^no-2--hn-< 

l/iSAr? n|) K (0. 050ramol) , t 0 -^ y vV 7 f-frifi 'J V^s ( 6 0 m 
g) % 7±h=-hV/^ (1. OraL) , *3,fcO\ ^n*/^ (0. 7mL) CQ*g 
5 &mt:5 OW-m&W Lfc 0 rOS^^^iPL, Varian™ SCX* 
^t-AffiU 5 0%^ p cj^/UA/7 tV (10mL) tt?J— /U (10 

mL) ^T^LfCo £fiic#l&, 2M NH 3 (D^^/-/U (5mL) 2g$£fflV^T 

10 feTLCT'iflMi-5r ^{^J;^, (R) — 3— [ [N— (2-7? 7-5 - M)7 
hdr^vy^T^) /!l*>7l'] -1- (2-7;;-4-^dd 

eny^v (^Sfl92l) (2. 2m g, 6%) 0 MS 

^RPLC/MSfCT^fefc (8 1%) 0 ESI/MS m/e 4 8 6. 2 (M + 
+ H, C 21 H 23 C 1 F 3 N 8 0 3 ) 
15 7 2] (R) -3- C [N— ( 2 -7 g 7 - 5 - K 0 7;Utn 7 fyu 

2<>2£dL±) ^yvvkl 7^7] -1- (4 -:/p^-- 2-:7/M-o-<^vyU) fc° 

p y Uk&mm^r 2 120) cd^-ee 

(R) -3- [ [N— (2- (t e r t - 7 F ^r^;toU7? / ) -5 - h 
!)7;^D^f;^y^^) ^*y^/U] 7 5 7] fp^-^y (0. 0 5 0mmo 

20 1) , 4-70^-2-7^0^X7/^1: K (0. 0 1 5 mm o 1 ) . 

/—A* (1. 5m L) % 43 J: V, ftfil (0. 0 1 6mL) ©jg^fC, Na BH 3 C 
N (0. 2 5mmo 1) <D*9 J—fr (0. 5 0mL) ^£Jj0;ifc o r©SJC» 
^SOtt-SfcS^lfc. Var ian™ SCX*7^ 

ffifU *9J—A> (5mLX2) (iTSfcfr Lf:: 0 2M NH 3 <£)7*7- 

25 /K5mL) 8«S:J|V^*ffiU fiiLfc. SSS:^^;^ (O. 25mL) 
4M HC 1 <D*J>**^ : ®WLZMz.1Z 0 Z<Dmm*&mzX 5&fffl® 
#U ®mttz 0 /-McmffiL, Var i an™ S C X7j 9 AK;ft?Sr 

U *?J— /\y (5mLX2) \£X&g& Ltc 0 MSr2M NH 3 ©7^;- ( 
5mL) SfSrffl^rSttlL. ««L*:. (o. 5mL 

30 ) fcflMfU Varian™ SCX*7AMU ft**^^/^ * 7 — /U= 5 
: 1 (6mL) «r/flV*-C*til U jftSTt 5 £ <t in <fc 9 . (R) -3- [ [N— (2 
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2 7 0 

-75 y - 5 - Ml 7/^o W 75 /] -1- (4- 

3/0^-2-7^0-0^) t°oy^^ Hb^«J#f2 120) (16 
. Omg, 3 1%) . tt££RPLC/MSICT#«>fc (9 9%) „ ESI/MS 

m/e 5 17. 0 (M + + H, C 2 ]H 21 B r F 4 N 4 0 2 ) 
5 [mM&\7 7 3-7 9 3] 

*3§SHT*ffl v ^it&lfa £ s ^MiitlSf -5 BCisMs J; XfRfoffl Srffl V £M 7 
7 2©^fe{C^oT^fiScLfc 0 ES I/MSf-^, IRS, fcitflJt**:* 1 

^ 13 

10 









ESI/MS m 
/e 


IRS (mg) 


W (%) 


/ 15 


2083 


C22 H24 Br F3 N4 04 


545.2 


2 . 9 


11 


114 


2084 


C23 H27 F3 N4 05 


497.2 


5.1 


21 


115 


2085 


C22 H25 F3 N4 04 


467.2 


3.1 


13 


776 


2086 


C21 H22 CI F3 N4 03 


471.0 


4.6 


20 


111 


2087 


C23 H28 F3 N5 02 


464.2 


5.6 


24 


778 


2088 


C25 H32 F3 N5 02 


492.2 


5.9 


24 


779 


2089 


C21 H21 F5 N4 02 


457.2 


4.5 


20 


780 


2090 


C27 H27 F3 N4 03 


513.2 


8.0 


31 


781 


2118 


C21 H23 F3 N4 04 


453.1 


2.7 


12 


782 


2119 


C21 H23 F3 N4 04 


453.1 


4.3 


19 


783 


2121 


C22 H25 F3 N4 04 


467.0 


1.2 


2 


784 


2122 


C21 H21 CI F4 N4 02 


472.9 


13.1 


28 


785 


2123 


C22 H22 F3 N5 06 


510.1 


13.1 


51 


786 


2124 


C21 H21 CI F3 N5 04 


500.1 


15.6 


62 


787 j 


2125 


C22 H24 F3 N5 05 


496.0 


16.0 


65 


788 


2126 


C22 H24 F3 N5 04 


480.1 


15.6 


65 


789 


2137 


C22 H24 CI F3 N4 02 


469.2 


2.6 


11 


790 


2138 


C26 H29 F3 N6 02 


515.3 


25.1 


98 


791 


2139 


C20 H24 CI F3 N6 02 


473.2 


25.0 


98 


792 


2149 


C21 H22 F3 N5 05 


482.3 


4.9 


34 


793 


2157 


C22 H25 F3 N4 03 


451.2 


15.5 


70 



l%Mm 7 9 4] (R) -3- [ [N— (2-75/- 5- h 1) 7/U*a 

4 A?) Wis/V] 75/] -1- (2. 5 5 -A 

b°p ■> (fc£#)#-S§-2 17 5) <D%$L 
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2 7 1 

(R) -3- [ [N — (2-75Z-5- h y 7/U;j-n * f-ZU^O^ ;V) 
i/;U) 75 t'n!)-^y (17. 2m g N 0. 0 4mmo 1 ) &THF (lmL 
) fc*#U 2, 4-^^ h^v--5-t°y S-^^^^driJ-r/Uxt K (6. 7 
mg, 0. 0 4mmol) ?rto, S&l^T h y T"fe h * v'** {t* ^3^^- h y <7A 
5 (12. 7mg, 0. 0 6ramo 1 ) i:*^ (2. 4 m g , 0. 0 4mrao 1 ) 

(lmL) Kjg#U 1M NaOHTkig® (lmL) »Lfc 0 W 
SrleJifcU ftltll, 2 5%M)7;^nS|©^DD^y (lmL) M£AD 

itram-eiPWMJHf ufcfi, assus:. aaESrHPLc^-cmssi-rsr^f-i?) 

10 , (R) -3- [ [N— (2-7?;-5-F!J7^^f;V'<y^;V) if]) 
W) r?y] -l- (2, h=^>t'y 5 v^-5-^M^vU) k°ny 

(ft^*#*2 1 7 5) £#7c (18. 6mg, 7 8%) 0 l<ES^RPLC/ 
MSfc-Ofcifcfc (9 8%) o ESI/MS m/ e 4 8 3 (M + + H x C 21 H 2S 
F 3 N 6 0 4 ) 

15 mmm 795-803] 

^ 14 

20 









ESI /MS m 
/e 


(mg) 


(%) 


795 


2165 


C18 H21 F3 N6 02 


411 


2.0 


27. 


796 


2166 


C18 H20 F3 N5 02 S 


428 


9.9 


66 


797 


2167 


C24 H25 F3 N6 02 


487 


15.1 


73 


798 ; 


2169 


C24 H29 F3 N4 02 


463 


1.2 


24 


799 


2170 


C26 H25 CI F3 N5 02 


520 


6.0 


40 


800 


' 2171 


C19 H23 F3 N6 02 


425 


16.8 ; 


88 


801 


2174 


C23 H24 Br F3 N4 02 S2 


591 


5.3 | 


53 


802 


1 2178 


C25 H28 F3 N5 04 


518 


5.4 


62 


803 


j 2179 


C25 H28 F3 N5 03 


502 


6.3 


60 



[IIW8 0 4] (R) -1- (2-T^y-4, S-y^yv^frv^O^ 

A) -3 - [ [N- (2-7;y-5- h v y/^a ^) ry^/is 
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1_71Z] £eJJZ> (jfr|^jgj| 2 1 2 7 ) O^Eic 

(R) -3- [ [N— (2 -7 ^ - 5 - h !J My^/V) 
7$ /] -1- (4, 5-^fi'y-^->-2-=FD/<y^» t'p!) 
i;y (3 0. 5mg) , 10% Pd*-#y (6rag) , fei^^y-;!/ (3 
5 mL) 0iSjHfe&7k3f?#HfcT, ^fi-Cl OH*|8H8#Lfc. s<7*/<}J*m&*-t7 
A h-CJfiiiU »fc£»l8L;fc 0 Eltlttffi (Bond Elut™ Si, 2 0%/ 

* /-As/mm*-^*) x~mm-z>^t\c£y)^ (r) -i- (2-7^-4, 

-3 - [ [N-2-7$;-5-n)7Aoi'B^ 
fvu^vvVyu) /yi//u] 7 5 7] t'ny-yy (<ffr£to#-*2 1 2 7) £#7i ( 
10 2 1. 9mg, 7 6%) . |ifi^£ R P L C/M S tCT^tfj/c (9 5%) 0 ES 1/ 
MS ro/e 4 80. 1 (M + + H N C 2 2 H 2 4 F 3 N s O 4 ) 
[%MW8 0 5-8 0 6] 

0 4©Jfe«otMLt 0 ESl/MSf"^, HXft. *5«fc 1 5 

15" *fc»fc 0 

* 15 









ESI/MS m 
/e 


J&S (mg) 


m 


p (%> 


805 


2128 


C22 H26 F3 N5 03 


466.0 


8.6 


• 30 


806 


2129 


C22 H26 F3 N5 02 


450.1 


13.1 


37 


[£tt«8 0 7] 


(R) -1- 






3- 


- E c 


N— (2-T57- 









9 2Z (j^j^jjjLg 13 2) 

(R) - 3- [ [N — (2-75 /-5- M^M-o^gvU^V'/xf/l^) ^ 0 
$//!/] 7 5/] -1- (4-^DP-3-=fo'<y>» fnJJ^y (3 2. 6 
rag) , 10% (8mg) , ft***-/!/ (2. 7mL) N *5±l>* 

25 / 9 J -A* ( 0 . 3 m L) **#B8£n^ £i&fcT 1 5 B#K«# Lfc„ 

/^•^^lUlI^liigia^iL, KKtWItt SffiMltB (Bond El 
ut™ SI, 2 0%^*/-^/ftSfe^vi') «t5w (R) -1 

- (3-7^-4-^bp^/U) -3- [ [N- (2-757-5 - HJ 7 



WO 00/69432 PCT/JP00/03203 

2 7 3 

/M-o^/W-O-iAfyU) T$7] fD !) i^y MbgM&#*2 1 3 2) 

fcfcfc (10. 5ra 6< 3 4%) . tt««rRPLC/MSJCT**fc (8 4%) . 
ESI/MS m/e 4 7 0. 2 (M + + H, C 21 H 23 F 3 N 5 0 2 ) 
[^Jfe^J 8 0 8] (R) -1- (2-75 y- 4, 5sz£2±j£2**¥SS^2- 
5 )V) -3- [ [N— (2- (t e r t-7'h^/^-^7U) -5- h |J 7 

(R) - 3- [ [N— (2- (t e r t -7* b frtf-^T 5 J ) - 5 - h 

U ^/M-n^^VW^yV^) 75 y] fn !) (0. 15 0mrao 

1) , 4, 5-^f^^#'>-2-= hn^yX7/Uft K (0. 45mmo 
10 1) % y*y-^ (4. 5m L) , JoitJWBfc (0. 0 4 8 m L) N 
aBH 3 CN(0. 7 5mmo 1 ) CO^^y-yP (1. 5 0 m L) ^f&£AP;i/c 0 r 
5 0 Lfc. M^T-ftiPU Va r i a n™ SCX* 

/fll^OStHU *«1-SiitCJ:9 (R) -3- [ [N- (2- (t e r t-7*h 

15 dr^/P/^^vr 5 /) - 5 - f i) 7;^p> f/^y/^/v) yyi/fls] 75 y 
] - l- (4, wy^y-2-=fn^yy» y v?v£#fc„ 

#?>tlfc (R) -3- [ [N- (2- ( t e r t >^y^;^/U7^ 7) 

- 5- h y 7^tB^f^y/>f;i') ^ji's/A-] T?y] -l- (4, 
l/^voj-drv-- 2 hD'ty^) tTo y i?y (0. 15 0mmol) % 10% 

20 Pdi7— /-JO (2 2mg) , *3<t:t^7 9 J — >V (4. 5raL) ©iB^ftSr*3(f#ffl 

ritit? (r) -l- (2-r?y-4, 5-^fuy^*y<y^) -3 

- [ [N- (2 - ( t e r t -7* h ^^/P#=/UT 5 y ) - 5 - YD yjV*u* 
^vWOyV/W Ws>V\ T$y] fc°nyv?v£#fc (8 7. lrag, 5&B#j) 

25 . «PEi-'<#BiJ*BK*f±TLC{w*5V^-CtfeW$n**»ofc 0 

(R) -1- (3-757-4-7 h^'Ov^u) -3- [ [N- ( 
2- (ter t-7'F^y*/l'/f-/U7 5 7) -5 - h^^i-D^^yZ-f 
jv) W^/is] 7$/] fuS-yyi:, (r) -i- (3-7S7-4-7f/i"< 
VvvW - 3 - [ [N— (2 - ( t e r t -7* VO& /W?=/U7 5 J) - 5 - h 

30 !)7/^p7-^i"<y/^/i') y*y^/i/j 75 y] ^^yyj:, Zh^ftttfo-f 





WO 00/69432 
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(R) -1- (3-75/ -4-/ F+M^) - 3- [ [N— (2- (t 
e r t -^\~^riy^;Vif,=.;VT % /) -S-F^/l't^fyKy^/l/) Jf)) 
W] 7 5/] fa y i/> : lOlmg, 3t*#j ; *RM£"?*'<# Ii|£j$$jfi T L C Id 



r t V^y-ft )\>i£=.)\,7 5 /) - 5- h U ^/u^-D^^-oy-fyi') 
^] 7^/] t'D!)^y : 97. 2m g, ^fii^J ; ^E^#Iij^J5fe#lfiT L C(C 

Wi8 0 9] (R) -1- -3 - [ [ 



^/v^) yy->vi/| 7^] fny-yy^ 

(R) -3- [ [N— (2- (t e r t - rf h ^^yU#-;UT 5 / ) -5 - h 
U ^/l^n/^vl^^yVA-) ^y^/b] 7 5/] fa^-yy (0. 15 0mmo 
1 ) , 4-?dd-3-= hc^yXY^Tt K (0. 45mmol) , Z^/ — 

15 )V (4. 5mL) , *3±tJt;»* (0. 04 8mL) ©«#K»fc % Na BH 3 CN'( 
0. 7 5mmol) <D/^/-/U (1. 5 0mL) r <Dfcfo&&(&) 

Sr5ptt-ftllH!Lfc, M*-C?&*PL, Va r i an™ S C X# 9 AKAffi L 
, / ^/-/HcT^tfCo 4ifelr2M NH 3 co/^/-yU^^fflV^T^aS t 
s J|«t5: ^ICiO (R) -3 - [ [N- (2- (t e r t-7>^r^;V* - ^ 

20 ^7 5 7) -5-H)7;UtD^fy<y^^) ^!)^] 75/] -1- (4 

#5>tLfc (R) -3- [ [N— (2- (t e r t hdr^^=/U7 5 /) 
- 5 - h !i ^^n^^u^^y^yix) ^y^V] 75/] -1- (4-^nn- 
3-=fn^i?;V) t°ay-yy, 10%PdA-#y (2 2mg) , g^rc^yf 

25 (2. 7raL) , <fct>*/ * / (0. 3mL) ©S^*Sr7k*#BBStT, &ft 
■CI 5l*|IIHt#Ut. >*?**A«fl|&||iifcJ:»>|fc£U ^«}tlig+5^ ( blc 
J: 9 (R) -1- (3-7 5 -3 - [ [N— (2 - t e 

r t -7'hdf^yV/K-yU7 5 /) - 5 - h U 7^tn ^ f U/^/^^) 
v^] 75/] t 6 nyv?>$r#fe (8 9. 7m g, 0 ftME-T^tSH^fi 

30 TLC{Jl*JV^TtfttiJ$ix**»ofc 0 



5 



(R) -1- (3-75 y-4-/fM^) -3- [ [N- (2- (te 



10 N- (2- ( t e r t \-**sl3 friS-frT % /) -5- h !) ^ 
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[ [N— (2-7^y-5-h!J7;^D^ f;U^y-/^/l/) T^y] 
en !) (fc-£^#-E§- 2 18 7) (Dj?f& 

%Mm% 0 8<Djjmz'&^X$f&Ltz (R) -l- (3-7$/-4-t Kndr 
^OvvU) -3- [ [N — (2- (ter t 5 / ) -5 
5 - h y 7;u*n*?-/i^<yy's(/i>) ^Dvvi/J 7$y] foD^y (2 0mg) CD 
, 4M HCimtV (2. OmL) il^ifif-WLfc. r<7>*g$£ 
jg*§L7tt&, at^^y^HcttU Va r i an™ SCX*7A|cML 

, /-Mcxmftfc. 2m uH 3 ot? /-summzm^xmiuLtze mm® 

„ #&TLC (S i0 2 , mm^f-^/^ * J ->\s= 4 : 1) T?«flJ-f 5 - 1 \z ± !? 
10 % (R) -1 - (3-T$y-4-t Ko*->/<yj?/U) -3- [ [N- (2- ( 
T5/-5- h^/^D^f/^/^/V) 75/] faJJ^y 

t2 1 8 7) &#7t (9. 6m g, 5 9%) . MS^RPLC/MSICT* 
fere (8 6%) o ESI /MS m/e 4 5 2. 3 (M + + H, C 2a H 24 F 3 N 6 

o 3 ) 

15 8 1 1 ] (R) -3- [ [N — (2-75/-5-H)7;^P^f/U 

^V£yW ^Dvyi/] T^7] -1- [4-»pp-3- (^f;V7-;/) ^< 
b'pjJ^ {^m^l 13 3) 
(R) -1 - (3-7?/-4-^DD^y^) -3- [ [N— (2- (t e 

r t-T'h^v'^y^^?;) - 5- h\) y )\>lru t^/^i/-/^ >V) 

20 yU] T$/] k'nDv^y (44. 9mg) , y^y-A- (0. 9 5mL) % jftR ( 
0. 0 5mL) x *3iT>*3 7%HCHOtM§$? (0. 15mL) O^liNaB 
H 3 CN (3 8mg) SrAQ;i7t 0 w©KJS2g£-^£ 5 0 VX-V&BW Ltz e Mi^tiX' 

u TKi^M^^-cttwtfco %mm£&t>nx. mmLtz, a$£v 

25 ar ian™ SCX*7AHMU y * J ~Mz.X'i5tW Lfc 0 4)$!|4 2M N 

Wg$U m&XimmmWLtz. r©^?M5M NaOH«tpH10 
fcWflSU H^5M^*llJtt} Ltz (2 0) . ^tU^^^-BrTNa 2 SO,tm 

asia, m%BLtz 0 ^htlc (sio 2> 20% y ^y-^/M^^) xmm 

30 tin J: 9, (R) - 3 - [ [N- ( 2 -T 5 y - 5 - h 'J y ^-/L-< 

yZ-T/u) ^yv'AO 7?/] -l- [4-?dp-3- (v^y^vwrsy) *< % s 



WO 00/69432 PCT/JP00/03203 

2 7 6 

eo!)^ (ft'&Wf 2 133) (10. 9m g> 2 8%) ®& 
5rRPLC/MSIC-C5t?fe/c (9 5%) 0 ESI /MS m/e 4 9 8. 3 (M + 
+ H, C 23 H 27 C 1 F 3 N 5 0 2 ) 
\MWfr\% 12-814] 

1 10^j£(^oT^jct/c e ES I/MSf-^^ *3 c tr>*[|Xifs&S? 1 6 id 

^ 16 









ESI/MS m 
/e 


fti (mg) 


{%) 


812 


2134 


C 2 4H28F3N 5 0 4 


508.4 


19.0 


50 


813 


2135 


C24H30F3N5O3 


494.4 


21.8 


50 


814 


2136 


C24H30F3N5O2 


478.4 


29.2 


69 



10 

[^Jfe0»i8 1 5] (R) - 3- [ [N- (2-7^/-5-- MJ^/M-P^/l- 
-O'yV/U) ^u-y/v] T ^ / ] -1- (3->f^7;;-4-t Kp^r-^y 
v?/U) b°nj)y?y (fc£^#^2 15 8) O^Efc 

(R) -1- (3-757-4-t Kn^^vvW) -3-[[N- (2- ( 
15 t e r t Y*i/jJ/U#=./UT5. J) - 5 - h ]) t *f-)\"<l/V-< ^) 9 

y isjV] T % J ] tfnji?y (2 7. 3rag, 0 . 0 4 9 mm o 1 ) , 3 7 %H C 
HOitS (4. Orag, 0. 049mmol) % fflfe (0. lOraL) , &.fcU^ 
9 J— As (1. 3mL) ©^WCNaBH 3 CN (9. 2mg) ^*D^fc 0 r©S 
iSiBd-ttSre OtT- fta#Ufc. Varian™ SCXA7A 

20 (d^ffiU ^/-/HdTifcfrLfc (5mLX2) . £Jt£$j£2M NH 3 ©^7 
-vMSift (8mL) £ffi^T}gffiU feffiLtz. 
nbtltzmZZ*9 /—fr (lmL) KfcfftU 4M HC 1 ©v?*^f^jg 
(1. OmL) &J)Q;ifc 0 m-C3«F|HMM<pa, M^Lfc 0 SS?:^^/-^ (1 
mL) {d|gfl?U Vari an™ S C X # 7 Afcfcflf U > * / -/WCT*}* L ( 
25 5mLX2) . 2M NH 3 <DJ 9 /-sUfeWi (8mL) fcE^TiSfcH Lfc 0 

, ^tlc (sio 2 ) tffiitsriiao, (r) -3- [ [n- (2-75 
/-5-M;7^p^f^yy-i'>'H i/yv'/u] 75/] -1- (3-^a- 
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75;-4-tKn^>'<^l') t'D V i?y Ut&Vo$^2 1 5 8) (4. 3m 
g, 19%) Zmtz 0 #£g£RPLC/MS(C-Ofc#>7t (7 1%) 0 ESI /MS 
m/e 4 8 0. 3 (M + + H, C 2 2 H 2 6 F 3 N 5 0 3 ) 

[^Jfc#'J 8 16] (R) -1- (3-7tW;y-4-^ F^^y^) 
5 -3- [ [N- (2-T$y-5- h!J ^pS/yU] 7 

$ / ] b°o y (Jtgm&jtg 15 2) O^eE 

(R) -1- (3-T?y-4-t Kndr^^^V) -3- [ [N- (2- ( 
t e r t Y^r'yl3t^=-lV7 % /) -5 - M)7^D^f;UKy^^) ^ 
y^yU] t'P^^y (50. 5mg) ©lf!)^ (lmL) Wfc\^ SStK 

10 B^BI (lmL) &Mx.tc a r OK/S&^^MT'-Bfcmif U ^/-^fin*: 
7t. 1M NaOH^M^ ftHi^Tttffl U «H£^|§L7~ 

. ^I&TLC (S.i0 2 ) TM^-rsr <!:(cj; (R) -1- ( 3 -7±^7 5 
y_ 4 _^ hdf-i/^O-v 5 ^) -3 - [ [N- (2- (t e r t -:7* h ^v^yl^'- 
yVT^y.) -5 - hy7/^o>fy^y/.f;l,) ^yvvkl T$y] fni)-^ 
15 £#7c, 

#<b*lfc (R) -1- (3-T-fcfvV7 5 /-4-p< h^^VvvU) -3 - [ 
[N- (2- (t e r t Y ^^13 /^=-)VT x / ) -5 - h V y^o/f-;U 

-o-y-Y ;u) ^y^yu] t°c y i/^z 5 o % eM^w^^-dr-y-v^t 

mm Lv ill? 2 HSfeW^ tfco 5 M N a O H^T* pHlOiU gf^^yP 
20 T*ttfflU7t 0 ^TWS&ttKIU »LC. (S i O z ) -CHUM'S rfclc J: *K (R 
) -1- (3-7tf;l/7$/-4-^ hdf^^vvw) -3- [ [N- (2-T 
?y-5-hy7yvto^f;^y/^;V) ^yv-yw] T5/] fo^i?y Hfc£- 
*f§2 15 2) (3. 7m g> 8%) £#7c„ *8lSSrRPLC/MSi:t*«)fc 
(100%), ESI/MS m/e 5 0 8. 3 (M + + H, C 2 < H 2 „ F , N s O 
25 4 ) 

[m&ffl 8 17-819] 

16©*ftt«ot^lfc. ES l/MSr-^, IRS, *5<fct>'l&^£3l 1 7{C 
$. 1 

30 3g 17 
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ESI/MS m/e 


Afcl; (mg) 


(%) 


817 ; 


2150 


C23H25C1F3N503 


512.3 


3.8 


9 


818 


2151 


C24H26F3N505 


522.2 


3.1 


8 


819 


2153 


C24H28F3N503 


492.3 


4.3 


10 



8 2 0] (R) -3- [ [N- (2-T5/-5- h !)7^a^;u 

^o-yV/w) jnjis/U] 7^y] -1- HyX [d] j^HV^vv^ 5 — f/W 

5 t'pU ^> (fc£-#3#-§-2 18 9) (D-a-J5fe 

HJfe0ij8 0 8<DM*(^oT^Lfc (R) -1- (3-75/-4-h h'D^f 
v"^^) -3- [ [N- (2- (ter t-^h^M'-^T?/) -5 
-h^yl'tn^f/^^/U) T?/] tfojj^^ (2 0mg) © 

THF (2mL) ^ h«» h y ai^U (0. 2 0mL, 3. 3 S*) t 

10 try v?=£Ap- h/Prcy^^^-h (i. 2mg, 0. 4S1) &*Pxfc 0 £ 

7vW-JSfl¥U BondElut™ Si*7^lcMU TO^f-^/^^y- 

nbfotzm&temik^fr (1. 5mL) l£j§fi¥U 4M HC\<Di?**V-> 
15 ^SrAP^^c :©il^lat-ilg|fU 5M NaOH7k^?gt?pH 1 0(C 
WflSU S»sf^tftHJUfc. ffittft&ftffiU MTLC (S i0 2s ftlfcr?- 
/W/^^/r-/W=4 : 1) tMfitSiil^t), (R) -3- [ [N— (2-7 

§y-5- h y yAtfrn*?'A^i<'-'/4A') yyi/tv] 75/] -1- h^x [ 

d] — fpD-^y (ft^W2 18 9) (0. 5rag, 

20 3%) £#fc 0 M^SrRPLC/MS{C-C*fefi (9 7%) 0 ESI/MS m/ 
e 4 6 2. 3 (M + + H. C 22 H 22 F 3 N 5 0 3 ) 

mmm 821] ao -3 - [ en- (2-r$y-5-b!)7^p>.^ 

^^AfyU) gVyv2k] 7^7] -1- E^'/ Cc3 ^T^7/-^-5-^yU 

) t°P y (jfrfrWjtg 13 3) ©^ 

25 5 - (k KD^f*) [c] f7^7^ (8. 3m g, 0. 0 5 

Oramo I) , (t°^y it/*?- A?) # V ^fV^ (86mg) . fciU^ncr* 
(lmL) ©iS-^felcy ^.x/Mxjn/l^n U K (0. 0 04 2mL) ^rftflx. 



WO 00/69432 PCT/JP00/03203 

2 7 9 

, M-Cl! 5B#|»J«#L-fc. T±h-hV^ (lmL) t (R) -3 - [ [N- 
(2- (ter t-/F^->W=.^7 5/ ) - 5 - hV 7/\s*u ^fvU-Ov? 
/U) Z'uDisy (0. O6 0mmol) £flP;L, SCCT'SHf 

mmwLit. &&*x'%i&m. 7 v*st*—y oomg) ^s. 

5 -eiWWSWU Var ian™ SCX*7^I:MU *9J—fi' (5mL) <b 
^pptJvWx (5mL) (rrSfe?^Lfc 0 M^2M NH,©^^y->S« (3 
mL) Sr/fl^"CB?ttlU »«SUyt. 

W&JtfcWSr^oo^^^ (lmL) {CJ6#U 1 M^nnF!)^^ 
y^irl M7i/-;Wv ! ?Dn^^^$ (lmL) Sr*P^.fc 0 rcai&?£&^ 
10 m.X'5tiffflmWL, Var ian™ S C X# 7 -MC^ffi U ^y-^t^BD 

^TLC (Si0 2> IHHa^/U/^^y— /W=3 : 1) -Cffffti-f 5 - t <t 0 
, (R) — 3 — [ [N— (2-T5/-5- h!)7/^t3^f;^y/^;P) ? \) 
15 vvt'] 7 5/] -1- [c] f-T&T*S—A'-5'-'(A') t'nU^y (fc' 

1 8 3) (11. 5mg, 48%) Sr#fc 0 f*fi||$:RPLC/MSlc:T 
Mfrtz. (8 6%) o E S I /MS m/e 4 7 9. 2 (M + + H, C 2 iH n F 3 N 

6 o 2 s) 

[#%W6] 4- [ [N— (1- (9-7^ytru~/u/ h^fl/UzK^/iQ b°o 
20 y v^-3—T^) fl/U^E-^^^] rg_A£f7lj -3-/ h±^Z^B± 

(R) -1- (9-7^1^-yW^ h^v^/U/tf-^) - 3 - ^ !) v//W7 5 / t" 
b JJ v=y • (4. 3 8 g, 1 0mm o 1 ) ©DMF (6 5m L) mW^. St 

Ifc (0. 3mL) x h !) T± Y*i/*m<k*t%T h 9 $ J* (1.. 9 2 g) , *3«t 
25 t>*4 -•fcA'XA'- 3 - (^ h*i/7i- /M"^>;>< ?vW) -^UXfl/y ( 1 mm 

oi/ gl 2oo g ) &n\7Ltz 0 z<Di&g-y>>$:2mmfet ? Lit&* ».iaufc. # 

JUSr^^y^K DMF , ^dd>^, *3it>V^/-^t?^L, &i&-r3 
r. <tl-<fc 9 BW4S»*#fc (2. 73g) 0 

2 2-9 1 2] 3 -7 5 / t'a y ^©Htt^fiKft 

30 ffi^-fS*/^^ (1. 6mmo 1 ) % HBTU (1. 6mmo 1 ) , 

DMF (6mL) <D&&&\Z. *M "J 7°n fcJVutfvUT $ > (3. 6mL) SrADx, 
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2£ffimt? Ltc 0 4- [ [N— (1- (9 -7/\,*U-jVt h^v^/l^-^) 

-y^^rv-^^/U- 4f y ^=f-U> (400mg % 0. 4mmol) &i>D;i» 1 

5 #£>*lfcW§, (3. 2mL) % joit/DMF (12. 8mL) 

pgL aiiiU7t 0 iJ^DMF i-^^ d n ^ ^ y LSI 

r<D^#Lfc1$tJJ| (0. 0 5mL) ICNaBH (OAc) 3 (0. 2 5mmo 1 ) 
, mm (0. 02 5mL) iDMF ( 1 m L) <Dm&®>&MZ.tz 0 t@Sf5TA- 
10 rtK (2. 5mmol) ZMz.. 2 R^ligi S3 U ^ * / 10% 

y7°o tVU^^-yVT? y©DMFg^ DMF, n n J $ >\ *3j;t/^^ 
/-;KCTi5fe^tfc 0 Mflg, 7k (0. 0 5 0mL) % fc<fctf h y y/V^u^m (0 
. 9 5mL) ©^fel^IHf, Miitfc 0 #t)it£ s?* d □ ^ * y £ y ^ 
/-/McTSfc^Lfc MtM^W, 3tl§Lfc 0 #^fcffiSg£t>£ V a r 
15 i an™ S C X^7^|C^f L x /-9/—>V ( 1 5 m L) fCTjfc^ LYc 0 £firjc^£ 
2M NH 3 4)p<*y-7U (5mL) ^?&&ffl^T}gtb U jg^Ufc. 

&mx°hM. ^TLcsfciiHPLcti^itsriiao, 

#fc 0 ESl/MSx-^, IKS, *3<fct>*»£m 8{C^«tfefc 0 

^ 18 

20 









ESI/MS m/e 


i&Ji (mg) 




822 


1805 


C21 H21 Br F3 N3 02 S 


516 


13.3 


76 


823 


1806 


C22 H24 F3 N3 03 S 


468 


12.8 


81 


824 


1807 


C22 H24 F3 N3 04 S 


484 


13.7 


83 


825 


1808 


C22 H24 F3 N3 04 S 


484 


14.9 


91 


826 


1809 


C21 H22 F3 N3 03 S 


454 


12.9 


84 


827 


1810 


C22 H22 F3 N3 04 S 


482 


12. 9 


79 


828 


1811 


C24 H26 F3 N3 02 S 


478 


12.9 


79 


829 


1812 


C22 H24 F3 N3 02 S2 


484 


5.3 


32 


830 


1813 


C23 H26 F3 N3 02 S 


466 


12.8 


81 


831 


1814 


C23 H24 F3 N3 03 S 


480 


9.7 


59 


832 j 


1815 


C23 H26 F3 N3 02 S 


466 


12.7 


80 


833 


1816 


C24 H28 F3 N3 02 S 


480 


14.4 


88 
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834 


1817 


C25 H30 F3 N3 02 S 


494 


14.1 


84 ; 


835 


1818 


C21 H22 Br F2 N3 03 


4 82 


13.4 


82 


836 


1819 


C22 H25 F2 N3 04 


434 


11.7 


79 


837 


1820 


C22 H25 F2 N3 05 


450 


11.8 


77 j 


838 


1821 


C22 H25 F2 N3 05 


450 


13.3 


87 


839 


1822 


G21 H23 F2 N3 04 


420 


11.9 


83 


840 


1823 


C22 H23 F2 N3 05 


448 


11.9 


78 


841 


1824 


C24 H27 F2 N3 03 


444 


9.1 


60 


842 


1825 


C22 H25 F2 N3 03 S 


450 


11.3 


74 


843 


1826 


C23 H27 F2 N3 03 


432 


10.8 


74 


844 


1827 


C23 H25 F2 N3 04 


446 


12.7 


84 


845 


1828 


C23 H27 F2 N3 03 


432 


11.7 


80 


846 


1829 


C24 H29 F2 N3 03 


446 


14.3 


94 


847 


1830 


C24 H29 F2 N3 03 


446 


10.0 


66 


848 


1831 


C22 H28 Br N3 03 


4 62 


4.8 


31 


849 


1832 


C23 H31 N3 04 


414 


10.4 


74 


| 850 


1833 


C23 H31 N3 05 


430 


12.1 


83 


851 


1834 


C23 H31 N3 05 


430 


12.0 


82 


852 


1835 


C22 H29 N3* 04 


400 


7.9 


58 


853 


1836 


C23 H29 N3 05 


428 


11.1 


76 


854 


1837 


C25 H33 N3 03 


424 


13.3 


92 


855 


1838 


C23 H31 N3 03 S 


430 


8.7 


60 


856 


1839 


C24 H33 N3 03 


412 


11.3 


81 


857 


1840 


C24 H31 N3 04 


426 


12.9 


89 


858 


1841 


C24 H33 N3 03 


413 


12.8 


91 


859 


1842 


C25 H35 N3 03 


426 


8.7 


60 


860 


1843 


C25 H35 N3 03 


426 


12.2 


84 


861 


1844 


C26 H37 N3 03 


440 


11.3 


76 


862 


1845 


C31 H37 Br N4 02 


577 


6.4 


30 


863 


1846 


C23 H28 F3 N3 02 S 


480 


12.8 


81 


864 


1847 


C25 H31 F2 N3 03 


4 60 


12.2 


78 


865 


1848 


C27 H29 N3 04 


460 


6.1 


39 : 


866 


1849 


C29 H31 N3 02 


4 54 


15.1 


98 


867 


1850 


C28 H31 N3 02 


442 


12.7 


85 


868 


1851 


C28 H31 N3 02 


442 


14.3 


95 


869 


1852 


C28 H29 N3 03 


456 


3.4 


22 


870 


1853 


C27 H29 N3 06 S 


524 


15.4 


87 


871 


1854 


C29 H31 N3 04 S 


518 


15.8 


90 


872 


1855 


C28 H31 N3 04 S 


506 


17.0 


99 
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873 


1856 


C28 H31 N3 04 S 


506 


3.0 


17 


874 


1857 


C28 H29 N3 05 S 


520 


10.0 


57 


875 


1858 


C20 H22 Br2 N4 02 


j 511 


9.3* 


37 . 


876 


1859 


C21 H25 Br N4 03 


461 


6.7* 


29 


877 


1860 


C21 H25 Br N4 04 


477 


9.5* 


40 


878 


1861 


C21 H25 Br N4 04 


477 


10.0* 


42 


879 


1862 


C20 H23 Br N4 03 


447 


7.8* 


34 


880 


1863 


C21 H23 Br N4 04 


475 


3.4* 


14 


881 


1864 


C2.1 H25 Br N4 02 S 


477 


3.9* 


16 


882 


1865 


C22 H25 Br N4 03 


473 


6.4* 


27 


883 


1866 


C23 H29 Br N4 02 


472 


7.0* 


29 


884 


1867 


C23 H29 Br N4 02 


473 


7.6* 


32 


885 


1868 


C24 H31 Br N4 02 


487 


9.1* 


37 


886 


1869 


C20 H22 Br I N4 02 


557 


8.9* 


33 


887 


1870 


C21 H25 I N4 03 


509 


9.2* 


37 


888 


1871 


C21 H25 I N4 04 


525 


6.3* 


25 


889 


1872 


C21 H25 I N4 04 


525 


5.9* 


23 


890 


1873 


C20 H23 I N4 03 


495 


7.7* 


31 


891 


1874 


C21 H23 I N4 04 


523 


8.2* 


32 


892 


1875 


C23 H27 I N4 02 


519 


6.7* 


26 


893 


1876 


C21 H25 I N4 02 


525 


4.3* 


17 


894 


1877 


C22 H27 I N4 02 


507 


7.9* 


32 • 


895 


1878 


C22 H25 I N4 03 


521 


8.4* 


33 


896 


1879 


C23 H29 I N4 02 


521 


8.2* 


32 


897 


1880 


C23 H29 I N4 02 


521 


8.1* 


32 


898 


1881 


C24 H31 I N4 02 


535 


8.6* 


33 


! 899 


1882 


C20 H22 Br N5 04 


476 


5.3* 


22 


900 


1883 


C21 H25 N5 05 


428 


5.7* 


26 


901 


1884 


C21 H25 N5 06 


444 


8.2* 


36 


902 


1885 


C21 H25 N5 06 


444 


5.0* 


22 


903 


1886 


C20 H23 N5 05 


414 


8.7* 


40 


904 


1887 


C21 H23 N5 06 


442 


7.8* 


34 [ 


905 


1888 


C23 H27 N5 04 


438 


5.6* 


25 


906 


• 1889 


C21 H25 N5 04 S 


444 


13.2* 


58 


907 


1890 


C22 H27 N5 04 


426 


11.3* 


51 


908 


1891 


C22 H25 N5 05 t 


440 


7.4* 


33 


909 


1892 


C22 H27 N5 04 


426 


5.5* 


25 


910 


1893 


C23 H29 N5 04 


440 


5.7* 


25 1 


911 


1894 


C23 H29 N5 04 


440 


9.4* 


41 
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912 



1895 C24 H31 N5 04 



455 



37 



7 ] 2 -jjfr^zcj )\>- 1 - (4-^po^>^) fa!)^y(D^ 
d 1 -y°u U y/ $ K • &&& (2. 5 g, 21. 8mmol) <DT± Y~YV 
5 (3 5mL) bV^^T%> (7. 45mL) t4-^DD^;P 

*DJ>K (3. 8 8g, 24. lmmol) trAP^fc, ZORlS1B&Va& 7 0°CT* 
4B#KL 8V^2 5t-C16l$ISft« ! Lfc. ^bftfc^-^v^Dn^v (2 
OmL) t?«RU *Ti!fe#L7c (3 0mLX3) . #«gJI£8«|L (MgS0 4 ) 
, «f8Lfc 0 ?P?h^77^- (S i0 2 , ^/-^-^nD^y) fcJ: <9 
10 2-^/W^-f^- 1 - ftJ y S?^S:#fc (5. 2 1g, 

8 1 %) . 

[#%#J 8 ] 2- {T^J^f-M - l- (4-)qp^y-^) fpy^yg) 

jV-1- (4-?nn/<y^) tfnUv^^lM BH 3 — TH 
15 F (9. 4m L) U 7 0°C^Pf^Lfc„ 1 6 mm t 2 5 l^rWtft© 2 [ek $ 

btlM BH 3 — TH F (0. 5S1) «r*H*.fc. 4 0H#[I8t& 1 MJ£gg£flP;i, 3 
B^iti^-fr, 3Mi£$? (6mL) £AP;t, RfS4*»* $ 3 l$|fiftn!%tt& Lfd 0 
2 5t£-r-/££PU 6M NaOHfcMmiZXT^DV&t U '^Dn^y ( 
4X1 5mL) iC-CffifflUfc. ^n-7h^77>f- (SiO z , PrOH/H 2 0/ 
20 NH 4 OM=8 : 1 : 1) 5 r t lC i 5 , 2- (7^^f/V) -1- (4 

- ^ o v VuVisls (1. 2 1 g , 8 6 %) 5r#/c 0 
$*>K, 3t^«ifStt* (S) -2- (7 5^f/U) -1- 
AO \£ai)*?yb (R) -2- (7?y/f/W -1- (4-^dd^i,) t° 



(S) -2- (7 5 7>fyW -1- U-^OB'O'S;^) tTnJJS^i'H 
NMR (CDC 1 3 , 4 0 0MHz) 8 1.40-1.80 (m, 5 H), 1.80-1.95 (m, 1 H) 
, 2.12-2.21 (m, 1 H), 2.48-2.65 (m, 1 H), 2.66-2.78 (m, 2 H), 2.85-2.95 (m, 
1 H), 3.26 (d, J = 13. 2 Hz, I H), 3.93 (d, J = 13.2, 1 H), 7.20-7.40 (m, 4 



25 



30 



H) 
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(R) -2- (7?y^fyu) -1- (4-? nas<^i?su) fny^yii, ( 
S) -MVmtmt'H NMR^Lfc, 

IWfaM 9 13] 2- [ (N ^>-:/^p^ i>/U) T^J^-^)V\ -1- (4 

5 2- (T^/^fvW) -1- (4 n D^OvJyW) fn 1» i/> (22. 5mg 
,0.1 Ommo 1 ) t d 1 -^l/*/^ yy (0. 12mL) n a 
A (lmL) ®miZ. EDCI (2 3mg) , HOB t (16. 2mg) , *5it>* 
Mixf^7^y (15. 2 M L) £AP;i, 2 5°CT* 1 6B#F B H»#Lfc 0 ~<DKfo 
^£-#>£, i??uti**> (0. 5mL) -C#$?U 2M NaOH7k« (0. 

10 7 5mLX2) TftfrU P T F E^-Ctiiif 5 w <t Id X otg| U ^-f^r 
£(r<fc?) % 2- [ (N-- O^^d-^/U) -1- (4-^no 

-<yy;V) K°nyi/y (ftA Wt3 44) (7 4mg, £ft#}) . M££ 

RPLC/MStT*W; (8 5%) „ ESI /MS m/e 44 2 (M+ + H, 
C 23 H 32 C 1 N 3 0 2 ) 

15 C^J60ij9 1 4-9 3 3] 

ncMl^ot^Lfc, ^R-efcixtf, ^07l>^77^ (HPLC-C, 
8 , 7th^HJ^/H 2 0/TFA) "CfllKt, a«fc&TFAJfi£ LT#fc. E 
S I/MS7^, ©ft, JSiVlR^t^l 9\C~£t#)tz 0 ^-S-W^-3 3 

20 9 t 3 4 0 f4-tn-P*lTEW 1 H NMR^Lfc. 

19 









ESI/MS m/e 


JiX§ (rag) 


JR* (%) 


914 


330 


C21 H24 CI N3 02 


386 


75* 




915 


331 


C22 H26 CI N3 02 


400 


44* 


70 


916 


332 


C24 H30 CI N3 05 


476 


57 




917 


333 


C20 H23 CI N4 02 


387 


40 




918 


334 


C22 H26 CI N3 02 


400 


68 




919 


335 


C21 H23 Cl N4 04 


431 


73 




920 


336 


C22 H23 Cl F3 N3 02 


454 


75 




921 


337 


C22 H26 Cl N3 02 


400 


68 




922 


338 


C22 H26 Cl N3 02 


400 


70 
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923 


341 


C22 H26 CI N3 02 


400 


80* 




924 


342 


C22 H26 CI N3 02 


400 


68 




925 


343 


C24 H30 CI N3 02 


428 


63 




926 


345 


C23 H27 CI N2 02 


399 


68* 




927 


346 


C23 H26 CI F N2 03 


433 


51 


saw 


928 


347 


C24 H29 CI N2 02 


413 


47 




929 


348 


C23 H27 CI N2 02 


399 


26 




930 


349 


C21 H25 CI N2 03 S 


421 


42 




931 


350 


C26 H33 CI N2 03 


457 


12.4 


54 


932 


351 


C22 H26 CI N3 03 


416 


34 


81 


933 


352 


C22 H25 C12 N3 03 


450 


51 





[IIM9 3 4] tt&mn 3 3 9 :8 2%; J H NMR (CDC1 3 ) 6 1 
.52-1.75 (m, 4 H), 1.84-1.95 (m, 1 H), 2.10-2.20 (m, 1 H), 2.67-2.78 (m, 1 
5 H), 2.80-2.90 (m, 1 H), 3.10-3.20 (m, 1 H), 3.25 (d, J = 13. 1 Hz, 1 H), 3.5 
0-3.60 (m, 1 H), 3.89 (d, J = 13. 1 Hz, 1 H); 4.28-4.20 (ra, 2 H), 7.00-7.05 
(m, 1 H), 7.12-7.29 (m, 4 H), 7.51 (t, J = 7. 8 Hz, 1 H), 7.74 (d, J = 7. 8 H 
z, 1 H), 7.99 (d, J = 7. 8 Hz, 1 H), 8.10-8.27 (m, 2 H) 

3 3 4 0 : 6 8%;'^ NMR (CDC1 3 ) 5 1.5 

10 5-1.73 (m, 4 H), 1.86-1.97 (m, 1 H), 2.12-2.21 (m, 1 H), 2.67-2.76 (m, 1 H) 
, 2.86-2.93 (m, 1 H), 3.14-3.21 (m, 1 H), 3.27(d, J = 13. 1 Hz, 1 H), 3.52-3 
.59 (m, 1 H), 3.89 (d, J = 13. 1 Hz, 1 H), 4.09-4.21 (m, 2 H), 7.00-7.07 (m, 

1 H), 7.12-7.30 (m, 4 H), 7.50 (t, J = 7. 8 Hz, 1 H), 7.73 (d, J = 7. 8 Hz, 
1 H), 8.01 (d, J = 7. 8 Hz, 1 H), 8.10-8.25 (m, 2 H) 
15 [##0<J9] 3- (T^/^fv^) -1- (4 n p^VvvU) b'p [) i/^<D 

4-jjjUtf*i/-l- (4-? □D'Ovvl-) fn 'J i/V- 2 (5. 0 5 
g, 2 Ommo 1) „ EDCI (2. 85g, 2 2 mm o 1 ) , HOB t (2. 9 
7g, 2 2mmo i ) N fci^no^^y (l 0 OmL) <DW&®i\Z. 0 . 5M 
20 T > s 1 £=-T<Di/**-9"yfflfc (6 OmL, 3 Ommo 1) £A0x./t o Z<DRf&& 
^*SrM-Cl 5&fffl%tWL. 2M HC 1 (30) t 2M NaOH« (1 
0 0mLX4) tft»Lfc. #«UI&fc*«^^>*ATMS;«k mn-t 
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;*> (1. 4 9g) &m&<D®fttLXnti 0 

4-iJ}V,<*4 jV- 1 - fni)^-2-ty (1. 4 

9g) ©THF (l5mL) »1. OM BH 3 »THFit (2 5mL) 
5 £fc 0 r©Rj£»#1fefcM-ei 5l$IH)a#tfc. M*T?ft*p&, »4K*«ffiT 
li^*Lfc 0 * (3 0mL) (lOmL) ^Ap^, S^10 0tT?2 

H#P«1 ^a-X?lB*WtWf Lfc. 2M NaOH7k^?g (lOOmL) £AP?U W&L 
*?7l/ (5 0mLX3) TfttBLfc, ^T«SS:^-fc*r, K 2 C0 8 -CRj» % «ig % 
aUBtfc, *7A^nYh^77^- (Si0 2 , 1 5%**y— /U-5%MJ3^ 
10 3- (75;/^) -1- 

(4-^o^y|/) (foy^ (8 6 0mg, 19%) ^ife^t Ut# 
&. 

[###J i o ] i- -3- [ (^y->^T^y) 

15 3- (75/^f;H -1- (4-^doK>^) t'ny^y (8 6 0mg, 
3. 8 mm o 1 ) % F ]) ^/VT § > (5. 7 mm o 1 ) , N- t e r t -Zf Y 3r 
(7 0 4mg) , EDCI (5 9 4mg) , HO B t (6 7 
3mg) , JjoJltfv^nn^^ (2 0mL) ©fi-g-fc&Mt? 1 5 tfc 
. v^^Dd^^v (5 0mL) SrAPx., ?t$?&2M NaOHTk^f (50mLX 

20 2) xisfe^u *f*«i6^hy ^ATis:)!*, mm-tzz.kK£ 9. 3- [ c 

N- (ter t-yh^yV^) ^U^U] 75;^f;U] -1- (4-^ 

n P^'^) fn9i?y ( l . 3 1 g , 9 0%) 

3 - [ [N- (te r t -zf Y *i/lJ)Vi£=.)V) T%J*^)V] -1 

- (4-?aa^iS/l>) fPll'^y (804mg, 2. llraraol) 
25 ~)V (lOmL) »4M HC 1 <D^Jr*1rvWM (5mL) ZMiLtz 0 g£ 

T?3. 5H#F B WJtt^^. H«t. 1M NaOH*jg» (2 0mL) £jjPx.f;: 0 

•^^^y (20mLX3) T'ttUit, ttffi«Jt^-frT, M^M^Al? 

f£*R» SitS-itJ: 9, 1- -3- [ (^1)^7 5 

7) *?vl/| fnyi?y (5 9 9mg, 10 0%) £t#fc„ MI^RPLC/MS 
30 IdT***: (10 0%) „ ESI/MS m/e 2 8 2. 2 (M + + H, C 14 H, 

0 C 1 N a O) 
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2 8 7 

l&MW 9 3 6] 3- [ [N- [3- h V 7jU7j-a*f-jW<y*/>(,U) ?VJZ± 

] T^/^fvu] - i- b-py^y (jfr£&jH| i 4 6 3 

) <pfrrit 

3- (M 7;U^-D^^/U) -><-yV4i^9 □!) K (0. 0 5 8mmo 1 ) CD~J? 
5 pd^> (0. 2mL) 1- uv<Vi/;V) -3- [ (^!)v/ 

>^T X /) t=5-)V\ t°o y v?^ (0. 0 5 Omrao 1 ) O^nn^W (0. 2m 
L) SSt^J^y^f^^fl/y (60mg) ©S^aupt^ ( 1 m L 

— (0. 3 0mL) fcAPx., i ©SJ&jB'&ltoSrV a r i a n™ SCX*7^(C^ 
10 ffiU ^^/-/U (15mL) -C'&frLfCo 2M NH 3 ©;><*/ — /U ( 

5mL) mm&m^xmmL, mm-tzzt^zy, (3- [ [n- [3-hyy 

) t'o >) (fls£<tMH* 1 4 6 3 ) fc#fc (2 2. 4m g, 9 9%) . Mj££R 
P LC/MStCTJfcfefc: (9 7%) „ ESI/MS m/e 4 5 4. 2 (M + + H 
15 % C 22 H 23 *C 1 F 3 N 3 0 2 ) 
[MM&\ 9 3 7-9 4 4] 

*%wx°m^5ik&vo£. ztizinMj&t&tmis xtfifcfcffl&m^xnmM 9 

20 ^ 20 









ESI /MS m/e 


Jfcfi (nig) 




937 


1464 


C22 H23 CI F3 N3 03 


470. 0 


21.0 


89 


938 


1465 


C23 H22 CI F6 N3 02 


522.0 


24.5 


94 


: 939 


1466 


C21 H23 Br Cl N3 02 


466.0 


20.8 


90 


: 940 


1467 


C21 H23 C12 N3 02 


420.0 


19.6 


93 


941 


1468 


C21 H23 Cl N4 04 


431.2 


19.5 


91 | 


942 


1469 


C22 H22 Cl F4 N3 02 


472.0 


21.8 


92 


! 943 


1470 


C21 H22 C13 N3 02 


456.0 


22.1 


97 | 


I 944 


1471 


C21 H22 Cl F2 N3 02 


422.0 


20.9 


99 



l&MW 9 4 5] 3- [ [N- (2-7^7-4, 5 - v^Aofp^^yVyU) 
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1 5 0 6) <D&f& 

1- -3- [ (^■Jv'/UTS/) ^fvw] fn!)v?y ( 

0. 0 5 Ommo 1 ) (1. 35raL) iter t - J— /V ( 

5 0. 0 5mL) 2-T5/-4. 5-^7^0^1=^(0. 060 

mmol) „ ^yT'Dtf/^;^^? K (0. 0 6 0mmol) &<ttfHOB 
t (0. 0 6 0mmol) £AD;ifc„ 3L©RfSjB£*j$:gi&-C 1 9mfflHtWLtz'& 
, Va r i a n™ S C X# 7 -M^ffi U ^^y-^/^onfekA^ 1:1(1 
OmL) b*fiS~-/l' (lOmL) VfcftLlto ±f&®>$:, 2M NH 3 ©^/- 

10 * (5mL) ^Srffl^T&mU ftHH" 5 r£ 3- [ [N- [2-75 

/-4, b-i^y^n^y^/yffV) ?y*/)V\ 7^yf;U] -1- (4-* a 
a^yi/jU) \Zu\)W (fc^*#tl 5 0 6) (2 2. Omg, 

0 Mi!:RPLC/MSHt*fcfc (9 2%) „ ESI /MS m/e 437 ( 
M + + H, C 21 H 23 C I F 2 N 4 0 2 ) 

15 ItkUm 9 4 6-9 6 2] 

4 5cD^ft|C^oT-a-fi!ctfc 0 ESl/MSr-^, I&S, *3J:tflfe4S££ 2 1 (C 

3? 21 

20 









ESI/MS m/e 


(mg) 




946 


1506 


C21 24 Br CI N4 02 


481 


20.6 


86 


947 


1507 


C21 H24 F CI N4 02 


419 


21.7 




948 


1509 


C27 H28 CI N3 02 


4 62 


26.5 




949 


1510 


C21 H24 CI I N4 02 


527 


22.0 


84 


950 


1511 


C19 H21 Br Cl N3 02 S 


472 


23.7 




951 


1512 


C21 H24 C12 N4 02 


435 


22.3 




952 


1513 


C27 H28 Cl N3 04 S 


526 


24.6 


94 



#J 1 1 ] 1- -^rn^yj^CD^ 

du^Ov?/V^ DDK (6. 4 2 g, 39. 9mmo 1 ) t 1 P r 2 NE t 
(7. 74g % 4 0. Ommo 1 ) £ N ^^^^fi&ai^vu (6. 2 9 g, 4 0. 
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Ommol) <DT±Y-Y»/l' ( 1 5 ra L) mmzMZ-tz 0 Z 7 0 

°CT-1. 5*miJMfLfctt, »«£S:«BETtK5*Ufc. MfcttfrN a HC0 3 tK^ 
ffi (5 0mL) ^X., ifflli^ (lOOmL) -Cttffl Lfc. *«SS:fi&IBNa 
HCO,**«T?ft»U Na 2 SO 4 T^JiLfc 0 »HE«r«ETfc»5fe1- 5 i 1 i 

(11. Og, 9 7. 8%) o r©t©tt»»-rsrt*<ffifflLfc. ttSSrRP 
LC/MSK*Wc (9 7%) 0 ESI/MS m/e 3 8 2. 2 (M + + H, 
C 15 H 21 C 1 N0 2 ) 

L i OH (1. 66g) (DH 2 0 (25m L) 1 - 

10 ) =/<3fyi|xf;W©THF (6 0mL) ^tcJPxfc 0 £©KJSft&«>«:£» 

^□vF^77^- (Si0 2 , 5 0%^;-^-^oo^y) CTilU 
1- =^=/^>^ (9. 7 5g, 9 8. 2%) £3t&&T 

^/l^r^Hf*^ LTftfc, ^^RPLC/MS(dT*fefc (>9 5%) . E 
15 SI/MS m/e 2 5 4/ 0 (M + + H, C 13 H 17 C1N0 2 ) 

[##0«J12] 1- (4-^pp^-» -3- [ (t e r t-/h=fr->;fr;U 

1 - jr^ra^-^gg (7. 0 6 g N 2 7. 8 mm o 1 ) (D l 

BuOH (5 00mL) igigld, MJ^^UT5> (3. 3 8g) tgfift L/c 3 

20 (3 0g) Sr*nx.fc 0 ^7x=^*!);H^K (8. 5 8 
g) £*P;i, r©M^^^iST, 18^TO»Lfco &*PU »«ES:«BET 
tC^Lfc^, mg.*&m^* (5 0 0mL) £J8#U fli^filNaHC 
0 3 7K^ (10 0mLX2) kliMfc (5 0mL) (Na 2 SO„) , 
«flETt*«Lfc. ^7h^7^- (Si0 2 , 2 5%i»xf* ^ir^) 

25 KiOftSlU 1- -3 - [ (ter t - ^ h *'sj3fri£ 

=-*>) 75/] t^y^y ('2. 9 5g, 3 2. 6%) &&&&Mmftk LT# 
fc, *H NMR (CDC 1 3 , 3 0 0MHz) 6 1.4-1.75 (br, 4 H), 2.2-2.7 ( 
br, 4 H), 3.5 (br, 2 H), 3.8 (br, 4 H), 7.3 (br, 4 H) ; MS&RPLC/MS 
td-C^fefc (> 9 9%) o E S 1 /MS m/e 2 6 9. 2 (M + + H-56, C 

30 17 H 26 C1N 2 0 2 ) 

l 3 ] 3-T5/-1- (4-^pp^-» t'^D i/^<n&f& 
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1- -3- [ (t e r t-^F^^/l') 7?/ 

] fcVyv'y (2. 5 5 g, 7. 8 5mmo 1 ) (D*?;—>1> (2 5mL) Sfcifcfc 
» 1M HCl-Et z O (5 0mL) £2jn;ifc 0 £ ^Rf&S"^^^ 2 5 e C"C 1 51$ 

5 'iy • 1^*4:7^77^1*^ Ltftfc (2. 4 9g, . MS 

S&RPLC/MSHTJfcfefc (>9 5%) 0 ESI/MS m/e 2 2 5. 2 
(M + + H, C 12 H t8 C 1 N 2 ) 

L£MW 9 5 3] 1- -3- [ [N— Q-^^VWO' 

yV^) r^y] g^jyj/y (fc^$^3 5 5) Qjtjj 

10 N- (3-yf;^>/'1 , ;V) (10. 6m gl 0. 0 5 5mmol) 

» EDCI (10. 5mg) #J:tn-fc Fn**>^y bUT^— -rt'fcfrfc (7 
. 4g) 4, 1- -3-75 / If^y 9 J"s • rJfig&g (1 

4. 9m g, 0. 0 5 0mmol) £ h V >VT 5 > (15. 2m g) O^n 

b ( 2 . 5 m D ^(ciipx.fc 0 r 2 5 "C-c 1 6 ttNHttt L 

15 , 2 N NaOH*^i (2mLX2) fc£4fck (lmL) X'fcftLtz a PTF 
E0t(cJ:3tti8&. »«4r»ETfclfc*U 1- -3 - [ 

[n— o-y^woyVA-) ^ys/yu] r$y] f-ty^v (ft^f 35 

5) (17. 4mg. 8 7%) 0 Mg£R P L C/MS te.-C3fc«>fc (9 7% 

) . ES I /MS m/e 4 0 0. 0 (M + + H N C , 2 H 2 6 C 1 N 3 O ,) 
20 imfcms 5 4-9 8 2] 

22 

25 









ESI/MS m/e 


42 M (mg) 


W (%) 


954 ; 


354 


C21 H24 CI N3 02 


386 


16.1 


83 


955 


356 


C20 H23 CI N4 02 


387 


19.4 


100 ! 


956 


357 


C22 H26 CI N3 02 


400 


16.8 


84 ! 


957 


359 


C22 H26 CI N3 02 


400 


8.9 


17 


958 


360 


C22 H25 CI N4 04 


445 


25.6 
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959 


361 


C23 H27 CI N2 02 


399 


15.5 


29 


960 


362 


C24 H29 CI N2 03 


429 


12.4 


58 


961 


363 


C21 H25 CI N2 02 S 


405 


22.2 




962 


364 


C24 H29 CI N2 04 


445 


20.7 


93 


963 


365 


C24 H29 Cl N2 02 


413 


15.6 


75 


964 


366 


C23 H26 Cl F N2 03 


433 


21.6 


100 


965 ; 


367 


C23 H27 Cl N2 02 


399 


11.9 


60 


966 


368 


C22 H25 Cl N2 02 


385 


16.0 


83 


967 


369 


C22 H24 C12 N2 02 


419 


13.9 


60 


968 


370 


C26 H33 Cl N2 03 


457 


15.9 


54 


969 


371 


C25 H31 Cl N2 03 


443 


19. 6 


84 j 


970 


372 


C21 H25 Cl N2 03 S 


421 


23.0 




971 


373 


C23 H28 Cl N3 02 


414 


19.1 


92 


972 


374 


C24 H30 Cl N3 03 


444 


18.6 


84 


973 


375 


C23 H27 C12 N3 02 


448 


18.0 


80 


974 


37 6 


C24 H30 Cl N3 03 


444 


19.6 


88 


975 


377 


C25 H31 C12 N3 02 


476 


20.7 


87 


976 


378 


C27 H33 Cl F N3 02 


486 


23.9 


98 l 


977 


379 


C25 H30 Cl N3 03 


456 


33.3 




978 


380 


C24 H30 Cl N3 02 


428 


9.8 


46 


979 


381 


C21 H26 Cl N3 03 S 


436 


10.3 


47 


980 


382 


C22 H26 Cl N3 03 


.416 


24.4 




981 


383 


C22 H25 C12 N3 03 


450 


27.5 





WJ9 8 2] Q&Vffi^rZ 5 8 : 8 8% ; X H NMR(CDC1 3 ) 8 1.5 
3-1.75 (m, 4 H), 2.12-2.20 (in, 1 H), 2.37-2.50 (m, 2 H), 2.53-2.61 (m, 1 H) 
, 3.38-3.50 (m, 2 H), 2.53-2.61 (m, 1 H), 3.38-3.50 (m, 2 H), 4.06-4.20 (m, 
5 3 H), 7.10-7.13 (m, 1 H), 7.18-7.30 (m, 4 H), 7.59 (t, J = 7. 8 Hz, 1 H), 7 
.79 (d, J = 7. 8 Hz, 1 H), 8.01 (d, J = 7. 8 Hz, 1 H), 8.11 (s, 1 H) 
[###J 1 4 ] l-^Wfls-A- [ [N — (ter t h=fr»>;fr/M?=;W) 
? V is fr] 7 % I ] tf^ 9 2>^>£& 

4-75 J— 1 -'<>'v7Ut?'<y *?*S (3. 8 0g, 20mmol) O'^no 
10 (40mL) HfflHZs N- (tert ~zf Y *~y#fr7ii=.;U) ?V *yy (3 

. 4 8 g, 2 Ommo 1) , EDCI (4. 02g, 21mmol) , iSitflHO 
Bt (2. 8 3g, 2 1ramol) £AQ;ifc 0 £©EJS8£-4fe&£ifi"C 1 2«*|H)ffi 
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tililLfc (2 0mLX2) . Waii^^TTK (2 0mL) *S (2 
OmL) Ti£#L, ^TkM-^MJ !>AT«, JStjg, *7^n ? l- 
^77^- (S i 0 2 . »Bl3i^/>^y— ^/HJa:^T5V=8 5:12: 
5 3) -?Jf$H"5-£:K:ck»J, [N- (ter t h^v-^/U 

jtf=/W) ^ y >vu] T 5 7 V 'JV^mz. ( 6 . 5 9 g , 9 5%) „ 

[###J i 5 ] i-^<>^/u-4- Wis/uTS.;) fc°^y ^vo^-eE 

[N— (ter t ^y^] 7 5/ 
t^^v'y (6. 5 9g) (8 0mL) 4M HC 1 

10 ^f^VjftatSrAD^fc. £©g?«&£»T2B*IH«#Lfc. **8& 2M NaOH 
*flSftt (2 OmL) ^iPx, ^oa^y (4 OmL) tftWU fa\&®*&t> 

&xmitmm-Y v »«Lfc„ ijy^u^y^yy ^~ (sio 2 , 

ffim^/l,/* # J \ V acf-flsT 5: V= 8 5 : 1 2 : 3) fllt5:it 

(^y^/Krsy) tf^y^y (3. 9ig. 8 3%) & 

15 fffc^H NMR (CDC 1 3, 4 0 0MHz) 5 1.47-1.59 (m, 2 H), 1.59 (b 
r, 2 H), 1.76-1.96 (m, 2 H), 2.10-2.19 (m, 2 H), 2.75-2.87 (m, 2 H), 3.29 ( 
s, 2 H), 3.50 (s, 2 H), 3.65-3.89 (in, 1 H), 7.15-7.23 (m, 1 H), 7.23-7.33 ( 
m, 5 H) 

toi©4-7'>/i/7 5 j - 1 -'O^n^y ^ftm*fjs-f sis^ 
20 te&.x*mm*m^x&nm\ 4 1 1 5©*jfefc«o-c^*u*:. 

4- (13-77^7^;/) -l-^/l/^DiJy: 2. 46 g, 5 1% ( 
2Ig) . 

l-^yvvU-4- ( (S) -u4*s;VT%/) f^y^: 1. 7 8g, 7 4 
% (2XS) o 

25 l-^O-v^yU-4- ( (R) -n^WU) tV5 y i?y : 1 . 4 8g, 6 1 
% (216) . 

[HJfeW 9 8 3] 4- (N — <S*J4t\,?y js/U) 7-;y-i-^yy^bV!) 

(fcl^S^ 3 8 6) (D^-fife 
WC^y-/-i)V (0. OeOmmol) CO^DD/J^yUA (O. 4mL) 
30 l-^V^/U-4- (^y f/UT"? /) t^y^ (0. 0 5 0mmo]) t h D 
x-f-A'TS.'S (0. 0 7 0mmol) <D V a a jfc /U A (1. OmL) fgj&t^nx.fc 
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ma (1. 04mmol/g, 5 0mg, 5 0 mm o 1 ) MT*12B$fa1 
Jg<t5Lfc: 0 Kf^-g-fefciJiui U mmZ^fw/fy (0. 5mL) TifcfrL 
fc 0 mMtfcm%£t>1*:X. '^DD^y (4mL) £JjP;l, Jg$£2M Na 
5 OHfcfem (0. 5m L) "CiftfrU 4- (N — <^/-fyU^ U iS/U) T5/-1 
-^y-^t^y^y (^^#-§-3 8 6) (11. 3m g, 6 4%) 0 ^ 

S^RPLC/MSirt^fefc (9 4%) 0 ESI /MS m/e 3 5 2. 0 ( 
+ C 21 H 25 N 3 0 2 ) 

mmm 9 8 a - 1 0 3 a ] 

9 8 3©^j£|C^oT^Lfc 0 ES l/MSf"^, ifcj:. *3±0*M£3?2 3 

& 23 









ESI /MS m/e 


IRS (mg) 


(%) 


984 


384 


C22 H26 CI N3 02 


400 


60.0 




985 


385 


C21 H23 CI N4 04 


431 


58.7 


91 


986 


387 


C25 H27 N3 02 


402.5 


15.5 


77 


987 


388 


C21 H24 N4 04 


397.0 


16.2 


82 


988 


389 


C23 H27 N3 04 


410.0 


16.2 


79 


989 


390 


C22 H24 F3 N3 02 


420.0 


17.4 


83 


990 


391 


C22 H23 F4 N3 02 


438.0 


18.4 


84 


991 


392 


C22 H24 F3 N3 03 


436.0 


17.1 


79 


992 


393 


C21 H24 Br N3 02 


430.0 


18.0 


84 


993 


394 


C21 H24 CI N3 02 


386.0 


16.4 


85 


994 


395 


C21 H24 Br N3 02 


430.0 


17.2 


80 


995 


396 


C21 H23 F2 N3 02 


388.0 


15.1 


78 


996 


397 


C21 H23 C12 N3 02 


420.0 


11.7 


56 


997 


398 


C22 H27 N3 02 


366.0 


13.1 


72 


998 


399 


C26 H29 N3 02 


416.0 


15.8 


76 


999 


400 


C22 H26 N4 04 


411.0 


17.4 


85 


1000 


401 


C24 H29 N3 04 


424.0 


16.9 


80 


1001 


402 


C23 H26 F3 N3 02 


434.0 


17.7 


82 


1002 


403 


C23 H25 F4 N3 02 


452.0 


18.6 


82 
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1003 


404 


C23 H26 F3 N3 03 


450.0 


17 . 8 


79 | 


1UU4 


405 


C22 H26 Br N3 02 


444 . 0 


17 . 9 


8i ; 




4 06 


C22 H26 CI N3 02 


400 . 0 


15. 5 


78 


lUUo 


407 


C22 H26 Br N3 02 


444 . 0 


17.8 


80 ! 


1007 


408 


C22 H25 F2 N3 02 


402.0 


15. 6 


78 1 


1008 


409 


C22 H25 C12 N3 02 


434 . 0 


17.6 


81 


1009 


410 


C25 H33 N3 02 


408. 0 


16.2 


79 


1010 


411 


C29 H35 N3 02 


458.5 


18.8 


82 


1011 


412 


C25 H32 N4 04 


453.0 


19.4 


86 


1012 


413 


C27 H35 N3 04 


466. 0 


19.8 


85 \ 


1013 


414 


C26 H32 F3 N3 02 


476. 0 


20.2 


85 


1014 


415 


C26 H31 F4 N3 02 


494 . 0 


20.5 


83 


1015 


416 


C26 H32 F3 N3 03 


492.0 


19.5 


79 


1016 


417 • 


C25 H32 Br N3 02 


486.0 


19.1 


| 79 


1017 


418 


C25 H32 CI N3 02 


442.0 


17.7 


80 


1018 


419 


C25 H32 Br N3 02 


486. 0 


20.3 


83 


1019 


420 


C25 H31 F2 N3 02 


444.0 


18.6 


84 


1020 


421 


C25 H31 C12 N3 02 


476. 0 


19.4 


81 


1021 


422 


C25 H33 N3 02 


408.0 


14.4 


71 


1022 


423 


C29 H35 N3 02 


458.0 


16.4 


72 


1023 


424 


C25 H32 N4 04 


453.0 


18.1 


80 


1024 


425 


C27 H35 N3 04 


466. 0 


-16.4 


70 


1025 


426 


C2 6 H32 F3 N3 02 


476. 0 


17.3 


73 


1026 


427 


C2 6 H31 F4 N3 02 


494.0 


18.8 


76 


1027 


428 


C26 H32 F3 N3 03 


492.0 


18.4 


75 


1028 


429 


C25 H32 Br N3 02 


486.0 


17.9 


74 


J. Z7 


a *\ n 

4 OU 


L,£D ftO£ OJL No \)c. 


A AO f\ 


lb . / 


/ 1 


1030 


431 


C25 H32 Br N3 02 


486.0 


17.7 


73 


1031 


432 


C25 H31 F2 N3 02 


444.0 


16. 6 


75 


1032 


433 


C25 H31 C12 N3 02 


476.0 


18.7 


78 


1033 


1016 


C22 H23 CI F3 N3 02 


454 


32.5* 


53 


1034 


1017 


C21 H24 CI N3 02 


386 


55.2* 





[###*J 1 6 ] 3-%/W<*:s(/U- 1 - (4 P P-Ovvl-) b'^ jJ v^CD-g- 
=-^^■9 ; K (6. 40g, 5 Omm o 1 ) O07i? h-HJ/P (l50mL) t 




• 
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i^;-;!' (2 0mL) hV^^T^y (7. OmL, 50mmol) 

t4-^np/<y^D!)h'(8. 0 5g, 5 0mmol) &}JD;ifc 0 Z<DRl& 

m&&i5 o'er- 1 6tm®WLtz 0 mmz&m'&s jfiftNaHco,*»« (so 

ml) <t7k (1 5 OmL) ZMz.. RjfcaifvU (l 5 OmLX 3) -Cttfcti U ttffi 
5 ttfeftitoic-ett^Lfc. Na 2 S0 4 T-KiU 8<6LT«#©@#:S:#fc. CL^ft 
$JHft£^— 7VU (10 OmL) -Cgt#L, 3 -y^W^-Ou- 1 - (4-^nn 
^y-^) If^y^SrWfc (6. 9 8g, 5 4%) 
[#%0iJ 1 7 ] 3- (7^7^f/>) -1- b^U^V 

10 3 1 - (4-^no'<y-» f^Dv'y (3. 80 g, 15 

mmol) £THF (30mL) (C^L, 1 M BH 3 — THF (9. 4mL) £ 
*Dx> 7 Otrr*l 5B*HI«Jtbfc. OtlcftSP^ 2M&& (5 OmL) SriQx, 
Sfi-e$e>fJl3l*ffllJW*U 4M NaOH*B«|:-C7^!)tti:U ftR^ 
)V (10 OmLX 3) T-fibmLfCo tttbjRSr-g-tJ-frTAtt^-Cife^L^ &7kNa 2 S 

15 SUSLfc. *7^D"7f^77^ (S i0 2 , igx^v/ 

x^/-/V/MJi^7^=8 0 : 1 5 : 5) TitM^ 6 d £ 1- <£ (3 3 — (T 
^/^fvU) -1- fcV^D^y (2. 0 5g. 5 5%) ^ 

#fe: l H NMR (CDCI3, 4 0 0MHz) 5 1.00-1.09 (m, 1 H), 1.50-1. 
87 (m, 7 H), 1.97-2.06 (m, 1 H), 2.65-2.77 (m, 2 H), 3.16-3.26 (m, 2 H), 3. 

20 32 (s, 2 H), 3.40 (d, J = 13.3 Hz, 1 H), 3.49 (d, J = 13.3 Hz, 1 H), 7.22- 
7. 33 (ro, 5 H) 

immm 1035] 3- [ (N-^y^^y^u) t*;] y-^-i- ( 

4-*uw<W,V) t°^<»i>y (fc^»St4 3 4) <D&& 
WC<^S<ifl' (0. 0 6 0mmo l) 0^nD*M (0. 4mL) feWZ. 

25 3 - [ (^U^UT^y) y^/U] -1- t'^D^y (0 

. 0 5 Ommo 1 ) t Y ] J x-f-frT ^ V (0. 070mmol) C^dd*^A ( 
1. OmL) MOfclzMZ-fcLo r.©KJ£fi£fbfcMT 2 . 5WiHfct, ( 
TX/t^/V) Jj?y ^fV^Il (1. 0 4mmo 1/g. 5 0mg. 5 Ommo 
1) £J)Px., Ifitl 2B#F4f|«i 5 Lfc 0 JBiSU If^BB^y (o. 5 

30 mL) T'gfcifLfc, ^do/^ (4mL) £>J[l;iT, 2 

M NaOH« (0. 5mL) T*ifc#, 5 - t l-cfc 9 . 3- [ (N-^ 
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^-/-i /v-yy i/jv) ^fvu-i- (4-^ DD^y^) tvi)v;y (fc 

°Wf4 3 4) (14. 7m g< 7 4%) . P L C/MS KIT* 

»t (9 1%), ESI/MS m/e 400 (M + + H, C 22 H !6 C1N 3 0 2 
) 

5 [MW1 0 3 6-1 0 5 8] 

1 03 5^fi«oT^Lfc 0 ESI/MSx-*, *3±rfiR**r*2 

24 

10 









ESI/MS m/e 

*— 1 ^ / A illy ^ 


lfT7 J=t. / x 

Hx® (mg) 


(%) 


1036 


435 


C26 H28 CI N3 02 


450 


16.0 


71 


1037 


436 


C22 H25 CI N4 04 


445 


18.9 


85 


1038 


437 


C24 H28 CI N3 04 


458 


18.2 


79 


1039 


438 


C23 H25 CI E3 N3 02 


468 


19.0 


81 


1040 


439 


fl£*i ^J. £4 Nj 


486 


20 . 2 


83 


1041 


440 


C23 H25 CI F3 N3 03 


484 


18.9 


78 


1042 


441 


C22 H25 Br CI N3 02 


478 


19.2 


80 


1043 


442 


C22 H25 C12 N3 02 


434 


17.3 


80 


1044 


443 


C22 H25 Br CI N3 02 


478 


18.8 


79 


1045 


444 


C22 H24 Cl F2 N3 02 


436 


16.7 


77 


1046 


445 


C22 H24 C13 N3 02 


468 


17.9 


76 


1047 


446 


C23 H28 Cl N3 02 


414 


14.6 


71 


1048 


447 


C27 H30 Cl N3 02 


464 


17.0 


73 


1049 


448 


C23 H27 Cl N4 04 


459 


19.5 


85 


1050 


449 


C25 H30 Cl N3 04 


472 


17.1 


72 


1051 


450 


C24 H27 Cl F3 N3 02 


482 


19.4 


81 


1052 


451 


C24 H26 Cl F4 N3 02 


500 


18.2 


73 


1053 


452 


C24 H27 Cl F3 N3 03 


498 


18.8 


76 


1054 


.,..453 


C23 H27 Br Cl N3 02 


492 


19.4 


79 


1055 


. . 454 . 


C23 H27 C12 N3 02 


448 


16.5 


74 


1056 


455 


C23 H27 Br Cl N3 02 


492 


19. 3 


78 


1057 


456 


C23 H26 Cl F2 N3 02 


450 


17.1 


76 


1058 


457 


C23 H26 C13 N3 02 


482 


16.9 


70 
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[#%0*J i 8 ] 4- (7$/^^) - l- e^y-^y 

4- (7 5/ ^f;U) f^U'^ (7. 0 0 g, 61. 3mmo 1 ) tf>7i? 
h U (1 0 OmL) MWIC^ K 2 C0 3 (3. 02g) t n . 

5 !) K (3. 52g, 2 1. 8mmol) SrliinflP;!*:, :<0R^|il^6 Otf 
1 6B*|BJffi#LfcSK 2 5 0 C(r^iflL, &mttz 0 ai^nn^y (7 5m 
L) <t7K (50mL) COF^t-^St. 7k (50mLX2) iftifok (50mLXl 

) x-m^Ltzo ftmmz&m (M g so 4 ) . mmm. ^ 7 f^7^- (sio 

2 , 4%H 2 0- i PrOH) Ki^MU 4- (7$/^^) -1- (4-i7D 
10 a^y^) t^yv^ (3. 5 8g, 6 9%) £#fc 0 

[HJfc^l 1 0 5 9] 4- [ (N-^»^^y ->;U) 7 5/] >fvU-l- ( 
b'^y^^ qb-a-#l# : ^-4 5 8) O-g-Bfe 
4- (7;/^f;V) -1- (4-^od^<^v>/U) fc'^y^x (50mg, 0 
. 2 1 mm o 1 ) <D *?9 uu^fls (lmL) &i8lc, Ig^H ( 3 8 m g , 0 . 2 
*15 lmmol), EDCI (4 8m g, 0. 2 4mmo 1) , HO B t (31mg, 
0. 2 3 mm ol) , 3o<fct>* h V ^f-fVT 5 >" (3 8 m U 0. 2 7 mm ol) ^ 

>"T?*RU 2M NaOH7K^?g (0. 7 5mLX2) TifafU (MgS 
0 4 ) U &mLtz 0 ^D?h^77^- (Si0 2 , 6-8%/*/-/l'/v ! ?n 

20 a^^y) THflWSr. £K± 9 4- [ (N-^O^Z-f yU^y 75/] 

^-1- t^y^v (fc^ft#t4 5 8) C;ft,£ 

TFAKT&JIU TFAMff: (105mg, 9 7%) . MS^RPLC/M 
SlIl-OfcAfc (8 5%) o ESI /MS m/e 40 0 (M + + H, C 22 H 26 C 
I N 3 0 2 ) 

25 K»|1 0 6 0-1 08 6] 

0 5 9©^i:fotMLifc 0 ESI/MSr-^, ©S, JSJ:tWJl***2 5 



* 25 
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ESI/MS m/e 


iRft (mg) 


flX^ (%) 


1060 


459 


C23 H28 CI N3 02 


414 


86* 


78 


1061 


460 


C23 H28 Cl N3 02 


414 


55 




1062 


461 


C23 H25 Cl F3 N3 02 


468 


65 




1063 


462 


C23 H28 Cl N3 02 


414 


61 




1064 


463 


C23 H28 Cl N3 02 


414 


54 


saw 


1065 


464 


C25 H32 Cl N3 05 


490 


56 




1066 


465 


C21 H 25 Cl N4 02 


401 


38 


96 


1067 


466 


C22 H25 Cl N4 04 


445 


15 


34 


1068 


557 


C23 H28 Cl N3 02 


414 


58* 


66 


1069 


558 


C23 H 28 Cl N3 02 


414 


55 




1070 


618 


C25 H32 Cl N3 02 


442 


58 




1071 


686 


C26 H34 Cl N3 02 


456 


62 




1072 


749 


C34 H37 Cl N4 02 


569 


7.2* 


18 


1073 


750 


C24 H30 Cl N3 03 


444 


4.7* 


14 


1074 


840 


C24 H29 Cl N2 02 


413 


52* 


58 


1075 


841 


C23 H27 Cl N2 02 


399 


52 




1076 


842 


C23 H26 C12 N2 02 


433 


55 




1077 


843 


C25 H31 Cl N2 02 


427 


58 




1078 


844 


C24 H29 Cl N2 02 


413 


56 




1079 


845 


C24 H29 Cl N2 04 S 


477 


62 




1080 


846 


C29 H31 Cl N2 03 


491 


43 


88 


1081 


847 


C24 H28 Cl F N2 03 


447 


54 




1082 


848 


C25 H31 Cl N2-02 


427 


47 




1083 


849 


C25 H31 Cl N2 04 


459 


55 




1084 


850 


C22 H27 Cl N2 03 S 


435 


46 




1085 


873 


C20 H28 Cl N3 02 


378 


.44.8 




1086 


874 


C23 H27 C12 N3 03 


464 


51 





C##0iJ 1 9 ] 1- -4- [N — (3, 3—i?7x.~A' 

4- (7 5 y > f-AO -1- f-ty^y (I2 0mg) 

5 Na I (2. ©#flET, 7-fch=MJ/Kt», 7 0^16*181, 3, 

3-^7*=^Btw^y^- k (i. o%m) t$ifc&ittz 0 

l©t, *7A^nv^77Y- (SiO a ) Ttttl&tt 5 - t td X <9 % 1- (4- 
^PD^y^yU) -4 - [N — (3, 3-i?y s^dW 75/^f;l/] f 
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sOJiSy (118mg, 5 4%) £#fc 0 #figtt x RPLC/MSt*W: (9 8 
%) . 

2- 0 ] l- -4- [N- (2, 2-^7x-;U 

5 4- (75;^f^) -1- (4-?uw<lsi?/l>) tXij-^y (l20mg) 
^^/-/KK 2, 2 -i ? 7i=;l-7t FT/l'f t K (0. 6 6SI) tztfy-v 
-a****5r*«:fflV^T2 5^1 6^j1tcWT ? / fcRj£«rm\ ifcv^flif 
ft*li:*7A^nvh^77^- (Si0 2 ) IC<tD^ 1- 
) -4- [N- (2, 2-^7i=/H^) TS/^^VU] txyv^y (70m 
10 g % 4 9%) RPLC/MST**fefc (98%) , 

[3SJ60U 1 0 8 7] 4- [N- (N-^^y-YyU^y ->yu) — N — (2, 
7a:=^Ua.fvU) 7^/> gvW] -1- (4-^na^y-» ^<V_2> (Jk& 
5 2 4) D-a-Efe 

1- (4-^aa-<>^) -4- [N — (2, 2-^7i=yUJ:f-/W) 7" ^ 7 
15 7 5vt-) (0. 0 8 4ramol) CDv^ a a y. ^ >j§^lcl x %WSk (1 

. , HBTU (1. \%m , HO B t (1. 1^1) £ti\iZ-tz 0 KOR 

J&ffi£*&4 OtT'2 4B*|B«#Lfc. fMIt^KTLC (SiO,) <t t> . 
4- [N- (N-^y^-'l'^!)^!') — N— (2, 2 -i?7 sl—;1>3L?-/U) 7? 

y^f/H -l - t^y^v (j^ft#f5 2 4) 

20 (8. 5m g, 1 7%) 0 R P L C/MS £T#»*: (9 8%) „ ESI/ 

MS m/e 5 8 0 (M + + H, C 36 H 38 C 1 N 3 0 2 ) 
m&M 1088-1090] 

0 8 7©*Wot^Lfc s ESI/MS/-^, *5 ±OflR*Sr* 2 6 

25 tc£<>;&yc 0 



^ 26 









ESI /MS m/e 


JR* (mg) 


(%) 


1088 


521 


C38 H39 Cl F3 N3 02 


662 


5.5 


10 


1089 


522 


C37 H37 Cl F3 N3 02 


648 


8.6 


16 


1090 


523 


C37 H40 Cl N3 02 


594 


4.8 


10 \ 
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[#%#J 2 1 ] l- -4- [ {s<»;VT%;) 

4- (7^/>f/W) -1- (4-? pd^'^) t'^U^y (1. 0g« 4 
. 2mmol) ©'^Pn^y (21mL) i§®t^ hyxW^ (0. 7 
5 6mL, 5. 4 4mmo 1 ) , d 1 — N— ( t e r t -Zf V Sr^j] )Vi£=.)V) ;<]) 
V (1. 0 9 g x 5. 0 3mmo 1) . EDCI (8 8 3mg, 4. 6 lmmo 1 
) „ JSit/HOBt (6 2 3mg. 4. 6 1 mm o 1 ) ZMz.tz 0 
£2 5t;-Cl 6B#ffl«#Ui:&, ^dd^^ (2 0mL) ffRU. 2M N 
aOHmm (2 0mLX2) t^Jfok (2 0mLXl) T*ft#U (MgS0 4 
10 ) U 2ll£Lfc 0 ^Pv^y7^- (Si0 2> 3%^y-/^no^y 
) -ettJl-f S-^i 19, 1- (4-^pp^^) -4- [ [ (N-Boc- 
/<yA0 757] t^U^y (1. lg, 6 0%) SrafeKEJfifejft^iL 

-C#fc 0 ESI/MS m/e 4 3 8 (M + + H) 

1 - (4-^0^/1-) -4- [ [ (N-B o c-'<\)/V) T5 / ] y^/U 
15 ] t^y-^y (1. lg, 2. 5 lmmo 1) £3M HC 1 /M&ft C 

2 5mL) fcSftfU 2 5t-(?lltfflffi#Lfc„ £ <&K£fi£#J$:*lf U 
fcESr'B uOH/H 2 0= 3 : 1 (2 5mL) (C^Lfc. fe<< (OH") Jfjft 

^^ J ^ > t6S<4i^5*-eAPx.fc 0 ttig, m&tZ r. £ MJ: 9 , l- ( 
4-y □d-O'v^U) -4- [ (/<y/WT?y) >fvV] k'^JJ^y (8l9mg 

20 , 97%) r<&fc^4fcttrft#±©f*|*«r&g* U*A»ofc. ES1/M 

S m/e 3 3 8. 1 (M + + H, C 18 H 28 C1N 3 0) 

^CDfdltf>4- [ (T^yUT^y) *fvU] -1- (4-y □a-O'v^ 

25 1- (4-^no^y^) -4- [ (^y y) y^/k] txu-y> : 

0. 8 3 0 g, 6 7% (2Ig) , E S I /MS 2 6 9 (M+ + H) 

1- (4-?np/<y^) -4- [ (-fey/WT$y) pt^yu] t°-<y^V: 0 
. 2 8 6 g , 2 0 % ( 2 IS) - ESI /MS 3 2 6 (M + + H) 

4- [ (77=^7;;) /^a-O - l- (4-^nn^y-iy/w) t°^y-^y : 

30 1. 2 0 g, 6 5% (2 IS) , ES I/MS 3 10 (M + + H) 

l- (4-^np^y-^) -4- [ (7°n u/ur?y) y^/u] ^yyy : 
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1. 4 8 g, 8 6% (2Ig) , ES I /MS 3 3 6 (M + + H) 

1- -4- [ (W;-;V7?y) / TvU] t'^D^ 

> : 0. 8 3 0 g, 2 7% (2X&) , E S I /MS 3 6 7 (M + + H) 
1- -4- [ ( (2-^^77^) T 5 / ) * 

5 ] t^y-^y: 2. 2 4 g , 6 2 % ( 2 XU) , ESl/MS 3 2 4 (M + + H) 
1- -4- [ ( (O-*?vHr!J/l0 T5/) /?vU] 

tV^^y : 0. 6 8 6 g x 3 8 % ( 2 XgQ , ESI /MS 3 4 0 (M + + H) 
1- -4- [ ( ( 1 -7 5y v 1 ^ n^n tV^/U/K-/V 

) 7 5/) * 9vkl y : 2 . 0 3 g , 8 2 % (2 X&) , E S I /MS 
10 3 2 2 (M + + H) 

1- (4-?bd^» -4- [ (o^->;V7?;) t^iJi/^: 
1. 3 0g, 5 8% (2X6) , ESI/MS 3 5 2 (M + + H) 

• !_ ( 4 c n^O-^u) -4- [ ( (O ^SVH* y AO 7 5/) / ^/U 

] fc'^y i7> : 1 . 3 4 g, 5 6% (2X6) , E S I/MS 4 16 (M + + H) 
15 [##«2 2] 1 - ( t e r t -yh^rV^^t^) -4- [ [N— (9-7 
u--;U/ ^yu^- =fr *s$) t\/T$.=->v) if V i/flf] 7 5// f-fif\ y S^g)-^ 
4- (7 5//^) -1- (ter t -/ h 3f i/UA'tf^jV) \f<<9 S?> (5 
. 72g) O^oc^^y (150mL) SKC, MJiW^V (3. 5 1 
g) , N- (9-7/1/* /Is/?- tnji/ls (7. 93g s 
20 2 6. 7mmo 1) , EDCI (3. 80g) N HOB t (4, 33g) SriDX-fc 
. :©S(SM?:MT'l 8B#ffltt#Lfc£s 7K (10 0mLX3) ( 
10 0mLX2) -effij^L, *Mtg£^hy ^A-CfailU »«fLfc„ O'CT'T-fe 
h~ h y/W//*/— A- (1 50raL/lmL) -CffiBiH U 1- (ter t -7* 
V*ci/l3)ViS=->V) -4- [ [N - ($ -7 >V-*V=.j\sf*f-j\s*3r~s-jj>Vi$=.;V) 
25 T5//^vkl t^y ^V (5. 7 5g, 4 4%) £ftfi&C9ij&|| t U 

T#/c 0 

[##0t| 2 3 ] 4- [ [N- (9 -7JUyj-U=.^f^-/U*^'>^jU^=L/U) if }) 

vvu] 7 5 /jjfvij ^<y_£>^^ 

1- (ter t-yh^/l'Ji?=;l') -4- [ [N- (9-7^U=;Mf 

30 /w^-dr^^/p^-^) trui/fr] 7 5// f-zw] y v 1 ^ tv< y (3. 17 

g, 6. 42mmol) 4M HC 1 O^^V^t-M^Co 



WO 00/69432 PCT/JPOO/03203 

3 0 2 

&&-?5mm&w&. mu 4- [ [n- ( 9 

^y^u] 7$/^f/V] e^y^y (3. 8 5g) Srf6fe©lfl:iL 

[#%#J 2 4 ] 4- [ [N— (9-7^I^-^^f-yU^-Jr^^^^;U) ^y 
5 v-yw] 7^/^ fvtj - l - ( 4 - ^ fv^g^^Zj£±) fc"^ V S^Ofl-Jft 

4- [ [N— (9 T57^ 
f^yv?^ (1. OOg, 2. 33mmol) ©l%tt/DMF (15m 
L) jgifcjc, 4-^f;l/f^yX7/l'ftK (1. 24g) iNaBH (OAc 
) 3 (2. 5 6g) *mk.tz a ^©»Sa^*4r6 0 , CT?ii*W!WPU SICJW 
10 U **6Lfc 0 NaHC0 3 ISlD7K^ (5 0mL) £AP;i, Rlfcx^vW (5 0mL 

x2) -ettmufc. mm®&&t>itx, m*m**h i J 

tz 0 *7^^nvh/77/- (S i0 2l 5 0%- 1 0%> yb-v?^ n 

let •> 4- [ [N— (9 -7y^V'-/py^/^drv'7J/w#— ^y^/U 
] 7?/^f;U] -1- U-^^vl^^-i^vvU) txyi/y (6 0 2mg) * 

15 m&omvt#t Lxmit 0 

C##0"J 2 5 ] 1- (A-x-f-fr^Z/ittV) -4- [ [N — (9 -^/i-^i-^A- 
4- [ [N- (9-:7Aotl^/W< =f;\>j!r3r*/3}>V$=.;V) *fVi/>V\ 7?/^ 
fW-] tVi)v?y (i. OO g> 2. 3 3mmol) CD 2 . 5 * $ J — ^ 

20 ( 8 0mL) }£$(C, 4-xf/KyX7^fth* (1. 0 9g, 8. 16mmo 
1) cfcN a BH 3 CN (6. 5 9g, 10. 5ramol) %Mz.tz 0 
£6 Ot-Cl 3m$mWL1t a MK#£P^ 1M NaOHMi (50raL) 
t^op^y (5 0mL) £An;lfc. U 7kJI£^nn^^ 

(5 0mLX3) -ettlULfc. #ttWISr^*TAtt[*-Ci5fe#l^ ^tK«^ h y 
25 ^T'W ilii, MLfc. *7A^7F^ 7 7^ (Si0 2( 

W^rc^/U=2 : 8) Kcfc 9 1 - (4 -m^vU^vvU) -4- [ [N- (9-7 
/U^- l^/U/ fvM"=5f v'^/W^f— ^ y vvU] T $ / ^ ?vU] fc 0 ^ y i?> ( 7 4 
0m gl 6 2%) 

[#%0!J 2 6 ] 4- [ (;T'y ->;KT$ 7) -1- ( 4 - * fyl^-a^y 

30 2±) b^y^oa-jft 

4- [ [N— (9 -^Usj-W-^M Tvlofr^S/^Htfsi^) yy->/U] 7;/^ 
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-l - t°^yi>> (5 9 0m g ) it^y-^y 

(lmL) ODMF (4mL) ^6 OtT^Wflf If:, 7JyJ>? 
Dvh^77<{- (SiG 2> h V xf^7^/^^/-V^ oD^y= 1 
: 1 : 9) -C^SJ-f ZZk\z£ 9 4- [ (^yw^) 5vU] -1- (4- 
5 ^ fvUf-^-O-vvU) fcVsy^ (3 6 5mg) Ltllfc. l H N 

MR (CDC 1 3 . 2 7 0MHz) 5 1.25(dd, J = 12 Hz, 4.1Hz, 2H), 1.34(dd 
, J = 12 Hz, 4.1 Hz, 2H), 1.5l(br-s, 2H), 1.66(d, J = 12 Hz, 2H), 1.77(d, J 
= 7.3 Hz, 1H), 1.94(t, J = 9.5 Hz, 2H), 2.48(s, 3H), 2.80(d, J = 12 Hz, 2H 
), 3.18(t, J = 6.2 Hz, 2H), 3.35(s, 2H), 3.45(s, 2H), 7. 18-7. 29(m, 411), 7.3 
10 5(br-s, 1H) 

£b\Cs 1- (4-^;Us<>i>;U) -4- [ (:/y v^T5 /) / 

: 3 3 3 m g , 7 9 % D 

[###'J 2 7 ] 4- [ (^y-W^Tg/) **f-iV\ -1- (4-y/U^c^i^ 

15 /u) b^y v^co-g-Efc 

4- [ [N- {9-y^u^jU^f-/u^^-yj!jjU^^u) ^y^yu] 75/^ 
fvu] t^yi/> (1. 50g, 3. 49mmol) , 4 - ^yl^a '<yi?/Uy' a 
5 K (0. 4 7 8mL x 3. 84mmol) , ioXXfhV ^-"f-^T $ y (1. 4 7 
mL. 10. 5mmo 1 ) <DT ± h =■ b V ^ (2 0 OmL) mi&Z&UX* I 3B#Hf| 

20 I^Lf:. *7A^cvh^77^- (Si0 2> 10%^y-V^OD^ 
^) tr.J;9 4- [ [N- (9 -y/^l/-^^^/W^-^riy^yl'7K^yU) ^D^] 
75/^f^] fc'^y fc°-<y v>:/£#/t 0 £ib.c x 4- [ [N- (9-y;U 

jr\s~)Vt=f-/\sJr$;*slj>\'i$=.)V) 75/>f;v] fcV<y iyyt fc'^y 

(5mL) ©DMF ( 5 m L) ^fSrifiT 1 7 R#P B Hf# Lfc 0 #7 

25 A!>dv^77^- (SiOj, h y ^yUT $ > 7 — ;V/v5^DD^y 

= 0. 5:2:8) .C J: 9 J^M U 4- [ >7Vl/j -1- (4 

-yjU^-a^^ts/U) t'^DiSy (4 5 3m g> 4 6%) £#fc 0 

2 8 ] 4- [ (^yyvvuT^y) -1- (4-n-^^-/u7j 

30 4 — [ [N— ( 9 — fviof-^fS'* ;V$=.jl>) ? V vvU] T 5 / / 

fA] k^!)-yy (1. 2 7g, 2. 9 6mmol), MJxf/l,7?y (1. 2 



WO 00/69432 PCT/JP00/03203 

3 0 4 

5mL, 8. 88mmol) , KI (50m g> 0. 30mmol) , ioXXlT± 
h^hJJ/U (2 0 0mL) <0&^Ha\Z^ 4- (N-7 ;W<*s( ;U) *<yi? 

>Vt> a y K (8 0 0ra gl 3. 2 6mmo 1 ) <DT± b=-hV^ (100m L) M 

5 tc 0 *7A^n?^77-f- (Si0 2 , 5%/$ 

>-h!Jxf^7?y/>^/-/V^^Dn^^y=2 : 2 : 9 6) tdi^M 
U 4- [ (i/Ui/yH?;) >fvk| -1- [4- (N-7 ^=./U%fr/<^s{ 
) ^<y^l/] t 0 -<y^>- (3 4 0mg. 3 0%) 

C^ife^J 1091] l- -4- f [n— (3--yr/-< 

1- -4- [ (^yyVT^y) ^f-yw] fcXyv?^ (2 

Omg, 0. 0 5 9mmo 1 ) <DW uuj.$v (0. 6 OmL) jgjRfcl, h y^c 
$ V ( 0 . OllmL, 0. 0 7 7raraol) , m->T7 ( 2 8 

m g> 0. 0 7 1 mmo 1) , EDCI (1 3mg, 0. 06 5mmo 1 ) , *3J: 

15 0\ HOB t Omg, 0. 0 6 5'mmol) &Mx.1t 0 2 5t 

X°l 6mfflMWLtz 0 nbtitzfemZi>?aa*fy (0. 7 5mL) TflfriRU 
2M NaOH7K^?g (0. 7 5mLX2) Tifc^U P T F Ellf Tiiig-f 5 ^ <t 
(C«toT$S;#L7t 0 aWSfc«t9l- (4-^no^y-/;V) -4- [ [N— (3- 
*S7 J^-^/^jV) rS/^fvU] tvyv/y (^tl#-§-6 1 9) (2 

20 4. 2mg, 8 8%) fcfcfc 0 rftf±*ft#±©*l!f§j£Sbfca»ofc 0 «S$:RP 
LC/MSKt*»fc (8 5%). ESI /MS m/e 4 6 7 (M + + H, C 26 
H 31 C 1 N 4 0 2 ) 

mrnm 1092-1543] 

25 1 0 9 1 (Deleft oT3-J5g Lfc 0 ES l/MSf-i?, *3 J:t>*l|X^^* 2 

7^*i:fcfc 0 

S 27 









ESI /MS m/e 


Jftft (mg) 


(%) 


1092 


467 


C22 H25 Br Cl N3 02 


478 


11 


46 


1093 


468 


C24 H31 Cl N4 02 


443 


9 


41 
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1094 


469 


C23 H28 CI N3 03 


| 430 


7* 


27 


1095 


470 


C23 H25 CI N4 02 


425 


21 




1096 


471 


C24 H28 CI N3 04 


458 


7 


29 


1097 


472 


C29 H31 N3 03 


504 


5* 


21 


1098 


' 473 


C24 H28 CI N3 03 


442 


16 


71 


1099 


474 


C23 H25 CI F3 N3 02 


468 


14 


60 


1100 


; 475 


C25 H32 CI N3 02 


442 


5 


22 


1101 


476 


C22 H25 CI N4 04 


445 


4 


17 


1102 


477 


C25 H32 CI N3 03 


458 


10* 


36 


1103 


478 


C21 H27 CI N4 02 


403 


! 9 


47 


1104 


479 


C20 H24 CI N3 03 


390 


17 


87 


1105 


480 


C20 H23 Br CI N3 03 


470 


23 




1106 


481 


C20 H24 CI N3 02 S 


406 


7 


33 


1107 


482 


C21 H26 CI N3 02 S 


420 


9 


45 


1108 


483 


C21. H26 CI N3 02 S 


420 


8 


40 


1109 


484 


C24 H27 CI N4 02 


439 


9* 


34 


1110 


485 


C24 H24 CI F6 N3 02 


536 


13 


49 


1111 


486 


C23 H25 CI N4 02 


425 


16 


74 


1112 


487 


C22 H25 C12 N3 02 


434 


5 


24 


1113 


488 


C22 H27 CI N4 02 


415 


7 


32 


1114 


489 


C24 H24 CI F6 N3 02 


536 


21 


78 


1115 


490 


C24 H30 CI N3 03 


444 


8 


35 


1116 


491 


C23 H24 CI F4 N3 02 


486 


19 


79 


1117 


492 


C23 H25 CI F3 N3 03 


484 


18 
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18.1 


87 


1590 


1609 


C23 H25 N3 02 S 


! 500.0 


18.3 


73 


1591 


1659 


C22 H26 C12 N4 02 


! 449.0 


366.0 


83 


1592 


1664 


C24 H29 F3 N4 02 S 


495.2 


13.7 


55 


1593 


1665 


C24 H29 F3 N4 03 S * 


511.2 


14.9 


58 


1594 


1666 


C23 H28 F2 N4 02 S 


463.2 


12.9 


56 


1595 


1667 


C22 H27 Br2 N3 03 


542 


26.1 


96 


1596 


1668 


C24 H30 F2 N4 02 


445 


22.9 




1597 


1669 


C24 H31 F N4 02 


; 427 


24.0 




1598 


1670 


C24 H31 I N4 02 


! 535 


28.1 




1599 


1671 


C25 H31 F3 N4 03 


493 


26.8 




1600 


v 1672 


C25 H31 F3 N4 02 • 


478 


24.7 




1601 


1673 


C24 H29 Br Cl N3 02 


508 


24.9 


98 


1602 


1674 


C20 H22 Br2 F N3 03 


532 


25.6 


96 


1603 


1675 


C22 H25 F3 N4 02 


435 


21.5 


99 


1604 


1676 


C22 H26 F2 N4 02 


417 


21.4 




1605 


1677 


C22 H26 Br F N4 02 


479 


23.4 


98 


1606 


1678 


C22 H26 F I N4 02 


525 


27.4 




1607 


1679 


C22 H26 Cl F N4 02 


433 


22.4 




1608 


1680 


C2 3 H2 6 F4 N4 03 


483 


25.5 




1609 


1681 


C23 H26 F4 N4 02 


4 67 


23.2 


99 


1610 


1682 


C23 H26 Br Cl F N3 0 


498 


24 .2 


98 


1611 


1683 


C27 H28 Br2 N4 04 


633 


31.8 




1612 


1684 


C29 H31 F2 N5 03 


536 


28.3 




1613 


1685 


C29 H32 F N5 03 


518 


31.1 




1614 


1686 


C29 H32 Br N5 03 


578 


29.6 




1615 


1687 


C29 H32 I N5 03 


626 


32.4 




1616 


1688 


C29 H32 Cl N5 03 


534 


28.2 




1617 


1689 


C30 H32 F3 N5 04 


584 


31.7 





WO 00/69432 



3 2 0 
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1618 


1690 


C30 H32 F3 N5 03 


568 


30.6 




1619 


1691 


C29 H30 Br CI N4 03 


599 


31.4 





0y*.ff . fc&to&%r 1 24 5H 600 fiTfBflJNMR*'** l-7A^ Ufc 0 
ft^«##1 2 4 5:'H NMR (2 7 0MHz, CDC 1 3 ) 6 1.20-1: 97 On 
, 7H), 2. 80-2. 86 (m, 2H), 3. 19 (t, J = 6. 5 Hz, 2H), 3.43(s, 2H), 4. 02 (d, J = 
5 5.3 Hz, 2H), 5.52(br s, 2H), 6.44(d, J = 11.9, 6.6 Hz, 1H), 7.02(br s, 1H), 
7. 21-7. 32 (m, 5H) 

ft^feff 1 6 00 : 'H NMR (2 7 0MHz, CDC 1 3 ) 5 1.25-1. 97 (m 
, 9H), 2. 82-2. 87 (m, 2H), 3.2l(t, J = 6. 5 Hz, 2H), 3. 44 (s, 2H), 4. 06 (d, J = 
5.1 Hz, 2H), 5.98(br s, 1H), 6. 71 (d, J = 8. 3 Hz, 1H), 6.87(br s, 1H), 7. 26 ( 
10 s, 4H), 7.43(dd, J = 5. 9 Hz, 1H), 7.64(s, 1H) 

iMfaffl 1 6 2 0] l- (4-^ao^y-» -4- [ [N- (4-^y7°a 
&uyx.=.juxjuiti=.ji>) yy*y/v~\ 7?y>f;i/] t'^y^y Mb^gf 8 6 
9) q>km . 

1- -4- [ (^^ W?/) T^Kl k^y^v- ( 

15 14. 8mg, 0. 0 5mmo 1) ©i'DP*^ (2mL) ^11-, (fcVSJJS* 
/ ^f-yU) zKU ^I'MIMIH (2 8mg, 2. 8mmol/g) t4-^yypf 
My^^W-^DDK (1. 5£ft) 2 5°CT'l 6«FlHWPLfc 

c »»tS::£fcJ:*K 1- -4- [ [N— (4 

20 *tf8 6 9) (2 2. lmg, 9 2%) ?r#/c 0 i^R P LC/MS(Ct** 
ft (8 6%) „ E S I /MS m/e 4 7 8 (M + + H, C 2 4 H 3 2 N 3 O 3 S) 

tmmm 1 6 2 1 - 1 6 2 7 ] 

6 2 0©#feWgoT£-fi£Lfc. ESI/MSf-^, iRft» *5<fctfiBl$S&£3 0 
25 {c£<t*fc 0 

^ 30 







#^5$ 


ESI /MS m/e 


iRft (mg) 


iR^ {%) 


1621 


865 


C22 H28 Cl N3 03 S 


450 


16.2 


72 



WO 00/69432 



PCT/JPOO/03203 



3 2 1 



1622 


866 


C22 H25 CI F3 N3 03 S 


504 


8.8 


35 


1623 


867 


C23 H24 CI F6 N3 03 S 


572 


8.0 


28 • 


1624 


868 


C23 H30 CI N3 03 S 


464 


9.6 


41 


1625 


870 


C22 H28 Cl N3 03 S 


450 


8.8 


39 


1626 


871 


C25 H34 Cl N3 03 S 


492 


11.1 


45 


1627 


872 


C21 H26 Cl N3 03 S 


436 


9.6 


44 



CHi&tf'J 1 6 2 8] 1 - (4-»pd^) -4- [ [2- (3- (4- h 
j^#jt8 5 2) <D&f$. 

5 l- -4- [ (^yw?;) *fvi/] t^y^v ( 

14. 8m g, 0. 0 5mmol) (DfaaftjUJ* ( 2 m L") (fcVJyv* 
/^?vu) ^y^^W^WII (28m g> 2. 8mmo l/g) 3- ( h V 7 
*ut?-jv) 7i=;Ky->7^-f (1. 3=31:) ^r^P^L, 2 5 e CT' 1 6 8$^ 

10 &<D4 vi/r*- y*mu-Ltc a WM&xifmm^x 9, 1- u-^nn-o^? 

,U) -4- [ [2- (3- (4-HJ7/Vtn^f;V7i^/U) <7 W K) 
^7?y] **yU] t^y^V ab^#^8 5 2) (1 9mg, 78%) 
o *€££RPLC/MS|£T#*!>fc (9 2%) 0 ESI/MS m/e 4 8 3 ( 
M + + H, C 23 H 26 C 1 F 3 N 4 0 2 ) 
15 1 6 2 9- 1 6 4 1] 

. ^ 31 

20 









ESI /MS m/e 


$m (mg) 




1629 


851 


C23 H26 Cl F3 N4 02 


483 


13.2 


55 


1630 


853 


C22 H27 Cl N4 02 


416 


8.5* 


32 


1631 


854 


C23 H29 Cl N4 02 


429 


11.4* 


42 


1632 


855 


C23 H29 Cl N4 02 


429 


10.1* 


37 


1633 


856 


C24 H29 Cl N4 03 


457 


10.3* 


36 


1634 


857 


C23 H29 Cl N4 03 


445 


10.9* 


39 



WO 00/69432 



3 2 2 



PCT/JP00/03203 



1635 


858 


C23 H29 CI N4 03 


445 


8.6* 


31 


i.OJO 


O J" 


COO W!>£ r— 1 O »t/I r\ O 
t££ n^O L-l<£ U<£ 


449 


11.0* 


39 


1637 


860 


C23 H26 CI N5 02 


440 


9.2* 


33 


1638 


861 


C22 H27 Cl N4 0 S 


431 


13.3 


62 


1639 


8 62 


C23 H29 Cl N4 O S 


445 


15.3 


69 


1640 


863 


C23 H29 Cl N4 02 S 


461 


14.7 


64 


1641 


864 


C23 H29 Cl N4 02 S 


461 


13.1 


57 



[HJSstfiJ 1 6 4 2] l- -4- [ [n- (3-^h=frv- 

^>yy/U) -D-7i^77^/V] T^/^/Kl b^yv^ (fc-8i£i#-*§-2 
5 0 9 1) <D&f& 

1- -4- (7?/yfyV) f-^y-^V- (l.OOmg) 

<D?au*/VJ>, (3mL) ^IC, Mjif-;l/7?y (0. 0 9 0mL) , N— ( 
t e r t -Zf Y5r*sfJA'&—A') -D- (71-^77 = ^) (I2 2mg) , E 
DC I (8 9mg) , *3j;t/HOB t (6 2mg) £AD;t, 1 7 fi#W*^ L 

10 fc 0 r©5(SS^^lM NaOH7K^fg (2mLX2) (2mL) "C 

ifcfrU *t«UBS:««l, »l8-f5rttJ:t>, 1- -4- 
[ [N— ( t e r t Y*ci/-t})Vifs=. fr) -D-7x^;l/77-^] 75 / >f 

fa&tlfcl- — 4 — [ [N— ( t e r t -~f \ *i/3>/U 

15 tC^)-D-7x-;i'7 7=;V] T5/^^W] fcV?y (5m 
L) li.i&#PU 4M HC 1 (DitttV^mmZtoz-tZo :©gfeifitl9i 

#5>tlfcSI$i 3 -ac h^S^&SBfc (8 Omg, 0. 4 8mmo 1 ) CD ^ nn 
(lmL) (CI h y ^/UT $ V (0. 090m L) „ EDCI (90m 
20 g ) N ..teXtm O B t ( 6 8 m g ) MUX* 1 7 *|RHftft Lfc 0 r (D&mn 

^l)ilM-;,N a O H*j$i£ ( 1 . 5 m L X 2 ) ( 1 . 5 m L) T^ft- t 

, JtlBUfc. *7A^n?f^77^ (Si0 2 , *J*uu*9y 

y-su=9 5 : 5) i;i?)SiU 1- -4- [ [ 

N— (3 -x. Y^ri/'O^J >\>) -D-7x=.;U77=/L-] 75/^fM y 
25 Wk^*#f2 0 9 l) (183. 5mg, 8 2%) «Mtfc„ «££RPLC 



WO 00/69432 PCT/JPOO/03203 

3 2 3 

/MSl:t*»t (9 9%) , ESI/MS m/e 5 3 4. 0 (M + + H, C 31 
H 36 C1N 3 0 3 ) 

mmm 1643-16573 

5 6 4 2©*fe|:fifot^l$Lfc. ESl/MSr-^, Ifcfi, *3J:lflK4s«:£ 3 2 

U 32 









ESI/MS m/e 


tf*fi (mg) 


(%) 


1643 


2092 


C33 H37 CI N4 03 


572.8 


152.9 


64 


1644 


2093 


C27 H36 CI N3 03 S 


518.0 


177.4 


82 


1645 


2094 


C29 H34 CI N3 03 S 


539.9 


164.4 


73 


1646 


2095 


C28 H38 CI N3 03 


500.0 


139.1 


66 


1647 


2096 


C31 H42 CI N3 03 


540.0 


161.7 


71 


1648 


2097 


C27 H36 CI N3 03 


485.8 


157.8 


78 \ 


1649 


2098 


C31 H35 C12 N3 03 


567.9 


172.2 


72 


1650 


2099 


C30 H34 CI N3 03 


519.8 


144.7 


66 


1651 


2100 


C32 H38 CI N3 04 


564.0 


181.5 


77 


1652 


2101 


C38 H42 CI N3 04 


639.9 


192.3 


72 


1653 


2103 


C33 H40 CI N3 04 


577.8 


159.9 


66 


1654 


2104 


C28 H36 CI N3 05 


530. 1 


99.7 


45 


1655 


2115 


C27 H36 CI N3 03 


486.2 


122.9 


60 


1656 


2116 


C28 H38 CI N3 03 


500.1 


118.3 


57 


1657 


2117 


C28 H34 CI N5 03 


524.1 


98.3 


45 



10 [#%#J 2 9 ] 1- (t e r t h * i/jjjUtf-A,) -4- [ [N— (3- ( 

N- [3- ( h V 7/Usj-n /^ju) *<v/4fl,] W i/ls (4. 2 2 g, 17. 
Omm o I) , EDCI (4. 2 5 g, 22. lmmol), 1 - fc Ko^f^y 
/ K V T ^-frMVfa (2. 99g, 22. lmmol) , *J«fctf h V if/1/7 5 
15 V (1. 7 2 g) Sr. 1 - ( t e r t -7' Y * frtf-fr) -4- (7?;^f 
/W] txy i/y (4. 0 3g) OftH^Dn^^l/ (2 0 0mL) »ifcfcAnx.fc 
. Z<DK&m&mt:2 5'CX'2 0SmikWLtZ&* H 2 0 (lOOmL) &A0;i, *J 



WO 00/69432 PCT/JPOO/03203 

3 2 4 

tuu/?^ (5 0mLX2) T'ttttJ Lfc. . **fcB$»£-£;bitT, H 2 0 (5 0mLX 
2) <b^7K (5 0mL) TftftU 8*1 (MgSOJ , ^|§-f 5 ^ <t J; (3 , jR 
fe*t*C#lSr#fc: 0 rM*7Ai>n7h^77^- (Si0 2 , 7 0 ;U- 
^drf-y) lCT*f§gU 1- (te.r t -37* h *^#;U7jf^) -4- [ [N- ( 
5 3- (bVy^n/^/l,) Ky/^;|,) ^yvvu] 7^>f;U] tXi)^ 
&£©@#<>: LT^fc (6, 3 9g, 8 5%) : 1 H NMR (CDC 1 3 , 3 00 
MHz) 6 1.4 (s, 9H), 1.0-1. 8 (m, 5H), 2. 6-2.8 (m, 2H), 3. 15-3. 3 (m, 2H), 4 
.0-4.3(m, 4H), 6.6-6. 7 (m, 1H), 7.64(s, III), 7.60(dd, 1H, J = 7. 2, 7.2 Hz), 
7.79(d, 1H, J = 7.2 Hz), 8.0(d, 1H, J = 7.2 Hz), 8. ll(s, 1H) ; jf&gttR P L 
10 C/MS(Cl-C*J6fc (97%) 0 ESI/MS m/e 44 4. 3 (M + + H, C 
21 H 28 N 3 0 4 ) 

[#%0iJ3O] 4- [ [N- (3- (F!J7/^D^f;l/) ;U) ?W 

1- (t e r t -^b^v-TJ^'-ZU) -4- [ [N— (3- (h \) 7 fr^u * 
15 ^/P) ^y/^/U) ^'Dvvkl 7?^f;U] fc^y-^V (2. 2'9 gl 5. 16 
ramo 1 ) (DJ>$ J—>V (4 OmL) 1M HCl-Et 2 0 (55mL) 

ttMx., 2 5tfl 5B^>m#Lfc&, «^BETm*Lfc 0 2M NaOH 
7K#r£ (10 OmL) ttlKLTL^ (10 0mLX3) T*tt&£tJ Ltc a ttffljg 

Sr^-t>-&, (5 OmL) T'fffc#U ftft (K 2 C0 3 ) fttift* 5 r b\Z «fc «? , 

20 &&<Dmfc$:ntz 0 Ztl£$7J±?u^ J~ (Si0 2 , tZJ-fr/W 

DP^^y/M)i^7;y= 7 : 6 : 1) m J: ■? f&K U 4- [ [N— (3- 
(l-y7;utn^;u) ^O'^/W) :/yvvu] T5/^^] t"^ y 6fe 
@{*i:LT#fc (1. 2 7g, 7 2%) „ MgliRPLC/MSIcttte (9 8 
%) 0 ESI/MS m/e 34 4. 1 (M + + H\ C 16 H 20 N 3 O 2 ) 
25 [£tt6$| 1 6 5 8 3 1 - [3- ( h y yjV*u t ^yjs/U] -4- f ( 

N — ( 3 — ( h !) y/u^j-u/ Ky/.fyu) i/y^u] 7^7^^] fcV<!J 
v£> (^^##9 2 7) (D&m 
4- [ [N- (3- (Mi7;Utn^f;W -O'/^zU) ;/y-yyl/| 75/>f 
. W!J^ (19. 9mg, 0 . 0 5 8 mm o 1 ) (DT± h-bV* (l. 0 

30 mL) flKi: (t^y^/^fvU) /if^fuy (55mg, 2. 7mmo US 
/gl'-^) £,3- (hy y/U*xn/ 'O-^n? K (l 2. 3mg 



WO 00/69432 PCT/JP00/03203 

3 2 5 

% 0. 0 4 8ramo 1 ) ©7t h = M/Ml. OmL) gffittx6 O'CT^. 
5B#H.H&#Lfc 0 (6. 9mg, 0. 0 48ramol) £ 

#*Pl,fcEf&S£'*jtoJO;L, 2 5ttl BWHttPLfc*, SlSa^ftfcVa r i a 
n™ SCX*7^fC^^t, *9J—f\> (2 OmL) TifcfrL/c. »^2M 
5 NHa^^^y-^MT'^aiL, 5^ <tK£9> l - [3- (HJ7;^d 

> ^y^] -4- [ (N— (3- (MJyy^o^^u) -<>•;/ -fyu) 

^ 1) v/yu] 7$;>f;u] t'^y v 5 ^ (fc£ti#^9 2 7) ^r^fi^^^i: Lt 
#fc (22. 8mg, 9 1%) 0 M®fiRPLC/MS{CT3tt*fc (99%) 0 E 
SI/MS m/e 5 18. 1 (M + + H, C 2< ,H 2s F 6 N 3 0 3 ) 
10 [Mlfcffl 1 65 9-1710] 

1 6 5 8(i^oT-a-fijctfc„ ES I /MSf-^, HXft, *3 ± ltX^£* 3 3[c£ 

S 33 

15 



mmm 






ESI/MS m/e 


l&Jk (mg) 


(%) 


1659 


875 


C23 H26 F3 N3 02 


434 


6.3 


40 


1660 


876 


C23 H25 Br F3 N3 02 


512 


4.3 


23 


1661 


877 


C24 H25 F3 N4 02 


459 


11.3 


68 


1662 


878 


C23 H25 F3 N4 04 


479 


8.3 


48 ; 


1663 


884 


C25 H29 F3 N4 03 


491 


10.8 


61 | 


1664 


885 


C24 H28 F3 N3 04 S 


512 


9.0 


49 


1665 


886 


C23 H25 F4 N3 02 


452 


12.7 


78 


1666 


887 


C24 H25 F6 N3 02 


502 


13.9 


77 


1667 


888 


C23 H26 F3 N3 03 


450 


11.5 


71 


1668 


889 


C29 H30 F3 N3 02 


510 


12.4 


68 


1669 


890 


C27 H28 F3 N3 02 


484 


12.0 


69 


1670 


891 


C23 H24 C12 F3 N3 02 


502 


11.4 


63 


1671 


892 


C24 H28 F3 N3 03 


464 


11.7 


70 


1672 


893 


C24 H26 F3 N5 05 


522 


13.9 


74 


1673 


894 


C2 6 H32 F3 N3 03 


492 


11.3 


64 


1674 


895 


C24 H28 F3 N3 02 


448 


4.8 


30 


1675 


896 


C24 H25 F3 N4 02 


459 


17.5 




1676 


897 


C24 H26 F3 N3 04 


478 


9.2 


57 




WO 00/69432 PCT/JP00/03203 

3 2 6 



1677 


898 


C24 H26 F3 N3 04 


478 


8.9 


55 


1678 


899 


C24 H28 F3 N3 03 


464 


j 13.7 


82 - 


1679 


900 


C25 H28 F3 N3 04 


492 


18.6 




1680 


] 901 


C29 H30 F3 N3 02 


510 


13.7 


75 


1681 


902 


C23 H24 F3 N5 06 


524 


12.6 


• 67 


1682 


903 


C25 H30 F3 N3 04 


494 


14.0 


79 


1683 


906 


C25 H30 F3 N3 02 


4 62 


11.2 


67 


1684 


907 


C31 H34 F3 N3 02 


538 


19.6 


75 


1685 


908 


C30 H31 F3 N4 03 


553 


30.4 


76 


1686 


909 


C30 H31 F3 N4 03 


553 


12.6 


63 


1687 


910 


C23 H24 C12 F3 N3 02 


502 


11.0 


61 


1688 


911 


C23 H25 CI F3 N3 02 


468 


20.2 


89 


1689 


912 


C23 H24 Br2 F3 N3 02 


590 


20.2 


95 


1690 


913 


C24 H28 F3 N3 03 


464 


12.6 


76 


1691 


914 


C30 H32 F3 N3 03 


540 


13.9 


72 


1692 


915 


C24 H28 F3 N3 03 


464 


8.3 


25 


1693 


916 


C22 H25 F3 N4 02 


435 


2.5 


8 


1694 


917 


C22 H25 F3 N4 02 


435 


2.7 


9 


1695 


918 


C26 H30 F3 N3 04 


506 


3.9 


22 


1696 


919 


C24 H28 F3 N3 02 


448 


15.9 


99 


1697 


920 


C24 H25 F6 N3 03 


518 


20.3 


^ 81 


1698 


921 


C27 H28 F3 N3 02 


484 


15.5 


89 


1699 


922 


C20 H26 F3 N3 02 


398 


7.3 


51 


1700 


. 923 


C29 H29 CI F3 N3 02 


544 


12.5 


48 


1701 


928 


C24 H25 F6 N3 03 


518 


21.4 


86 


1702 


929 


C24 H28 F3 N3 02 S 


480 


23.7 




1703 


930 


C24 H28 F3 N3 02 


448 


21.3 


99 


1704 


931 


C24 H25 F3 N4 02 


459 


21.4 | 


97 


1705 


932 


C23 H?4 Pi M4 04 




ID . o 


63 


1706 


933 


C24 H28 F3 N3 02 


448 


16.6 


77 


1707 


934 


C22 H25 F3 N4 02 


435 


18.0 


43 


1708 


935 


C23 H25 F3 N4 04 


479 


15.1 


65 


1709 


936 


C23 H25 F3 N4 04 


479 


15.4 


67 


1710 


1615 


C24 H25 F6 N3 02 S 



534.2 


26.3 


99 



mmm inn i - o - (^AtitZAZl r<*i?M -4- r [n- ( 

3- ( hi) ^y/-f /u) jfQ-y/u] T^/^^yu] bxy-;y ( 

3 7) (D&f& 
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3 2 7 

4- [ [n— (3- (h9y/u^ujtf-/u) ^yyjfr) fo-y/u] 7?y^f 

/U] t°^y i?> (2 0. Orag, 0. 0 5 8mmo 1 ) <D/f /— (1. OmL 
) g«tNaBH 3 CN (16. 5mg) 4- ^<yX7yi/f 
tK (3 0. 4mg, 0. 2 0 4mmol) W5%SS^(l. OmL) |lj)Di 
5 , 6 0 o CT'l 9tiffflmW Ltz 0 ®m&8£LX®&&fflZ 0 7±b-hV^ (2. 
OmL) i:7i=;Wy->7^-f (6. 9mg, 0. 048mmol) £2)Px., 
2 5tT*li$M#L7t. WljJ:Va r i a n™ SCX*7^CMU ^ 
tS—jV (2 OmL) T'gfcfrLfCo ^S"2M NH 3 -^^y-yU (6mL) £ 

fl^-csau mmm&mffi-rzzkti:*)^ 1- [4- (^^^r$y) 

10 *siV\ -4- [ (N- (3- (hy7;^n^f;U) -OyV^) '/VW\ T $ 
/*fvU] fc'^Dv^ (te^#"*§-9 3 7) LT#fc (13. 5 

mg, 4 9%) , ifififff±RPLC/MStT5ft»fc (87%) „ ESI/MS m 
/e 4 7 7. 3 (M + + H, C 25 H 31 F,N 4 0 2 ) 

immm 1712-1729] 

1 7 1 llC^oT^L-fc. sK.3?-e*)ixtf» ^tTLC (S i 0 2 ) T'iSl> 
ESi/MSf-^, CtC :teJ:tfiK*£«3 4K:*£i!>fc. 0 

* 34 



3WJ 






ESI /MS m/e 


ARft (mg) 


&m (%) 


1712 


879 


C24 H26 F3 N3 04 


478 


13.0 


62 ; 


1713 


880 


C24 H26 F3 N3 04 


478 


16.3 


78 


1714 


881 


C23 H25 Br F3 N3 02 


512 


11.4 


51 f 


1715 


882 


C29 H30 F3 N3 03 


526 


13.4 


58 


1716 


883 


C23 H25 CI F3 N3 02 


468 


7.9 


39 


1717 


904 


C23 H26 F3 N3 03 


450 


3.3 


17 


1718 


905 


C21 H23 F3 N4 04 S 


485 


27.7 


98 


1719 


938 


C23 H24 CI F4 N3 02 


486 


8.6- 


30 


1720 


939 


C23 H24 Cl F3 N4 04 


513 


11.0 


37 


1721 


940 


C23 H26 F3 N3 03 


450 


5.5 


21 


1722 


941 


C24 H24 Cl F6 N3 02 


536 


11.2 


36 


1723 


987 


C30 H32 F3 N3 02 


524 


17.5 


76 


1724 


1449 


C25 H30 F3 N3 02 


4 62 


21.6 


80 
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1725 


1450 


C26 H32 F3 N3 02 


476 


23.5 


85 


1726 


1452 


C27 H35 F3 N4 02 


505 


5.1 


17 - 


1727 


1453 


C26 H32 F3 N3 03 


492 


22.0 


77 


1728 


1454 


C25 H30 F3 N3 03 


478 


21.4 


77 


1729 


1456 


C25 H28 F3 N3 04 


492 


23.8 


83 



C&Kftl 1 7 3 0] 1- [3-b Kn^y--4-p< h^v^yyyt/l -4- f f 
N- (3- (HJ7/^D^f;l/) ^yV/lQ T$/>5vl/| e^'J 

2>L {jk&fo&jkl 4 5 2) (D&f& 
5 4- [ [N— (3- (hV7/U*uji3-/U) ftJis/U] TXSt^- 

>V\ tvij^y (20. Orag, 0. 0 5 8mmo 1) t 3 - t >*n 4 - 

h^v"<yX7^ft K (3 3mg) ©5%^/^;?;-^ (1. OmL) 

N a BH 3 CN (16. 5mg) (D 5 -fr (1. OmL) }£$tC 

flQx., 6 0°CT*1 5B#P B ^}fLfc 0 S^M^Va r i a n™ SCX*7A|^ 
10 ffiU (15mL) X*mftLtc 0 M^2M NH 3 -^/-/l/ (5 

mL) ^ffl^tittiU litSriia^ l-'[3-tKn^>-4-n^ 
f-O-vVl/l -4- [ [N— (3- (h!)7^n^^v) ^yy^f;V) j/J) v-;l^ 
] Tv^f/l'] fc'-?!J^y (ft^iMl 4 5 2) ttmz. (2 5. 8mg, 9 2 
%) 0 MSfiRPLC/MSICT^fc (9 1%) 0 ES I /MS m/e 4 8 
15 0 (M+ + H, C 24 H 28 F 3 N 3 0 4 ) 

immm 1731-1733] 

ESI/MSf^, ifei;, 4oj;T>*l|X^^3 5[c^<>rfefc 0 

20 . i35 



3»J 






ESI/MS m/e 


iRfi (mg) 




1731 


\ 1455 


C24 H28 F3 N3 04 


480 


24.0 


86 


1732 


1647 


C27 H34 F3 N3 02 


490.2 


23.6 


96 


1733 


1649 


C26 H32 F3 N3 02 


476.2 


23.1 


97 



l&MW 1 7 3 4] 1- (4 t>iS/W<lsi?;l>] -4- [ [N- (3- (MJ 
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9 2 6) 

^ ^ ^^/Uzfr^A'? P|) K (4. 2mg, 0. 037 ram o 1 ) (D? uut^/UM, 



5 mmo l^S/g^fli) 4- (^VvvU) ^<W)VT >V~=i—iV (8. 7m g, 
0. 044mmol) O^nn*^ (1. OmL) ADx., 2 5 "CX* 1 5 H# 

P^WLfc, 4- [ [N— (3- ( MJ 7yu;?i-cM^) 'OyV M /^>;H 
T 5 / /• 7 M !J ^> (15. lmg, 0. 044mmol) <k K I (2mg 

10 y^T^-h (5. 2mg) fc»«UfcKJ6a^«HC*nit, 2 5°CT'lB#^!t#m 
, BOS»***rV a r i a n™ S CX* yAfcfcffi U *9 J—A> (2 OmL) ~C 
SfcfrL/Co »5;2M NH 3 ©^^;-/V (5m L) &»£fflV*-C»ttU 
5^«hlcJ;t?, 1- -4- [ [N- (3- (MJ7/^ 

d y 3^) ^yy^/v) ^ y 7?;> fvu] e-? y «k^«j#*9 2 6 

15 ) Lt#fc (5. 6m g> 2 9%) „ agllR? LC/MSi:t 

jRfefc (9 4%) 0 ESI/MS m/e 5 2 4. 1 (M + + H, C 30 H3 2 F 3 N 

3 o 2 ) 

3 i ] 4- [ C (n— {<<y*?A'**i/iu»ft=.A>) yyi/tu) ZJLZ 

] jtf-M - 1 - ( t e r t -y Y*i/iul>T$=-/V) f-^y v^O^-EK 
20 4- (7?;^f^) -1- (tert-yh^r^/^-ZV) fcV*J) (3 
. 5 4g, 16. 5mmo!) ©^n^A (8 0mL)Itl:, h I) ^/U7 
5> (2. 8mL, 20mmol) % N— Hy^^r-/*^**^) ^US/V 
(3. 7 7 g, 1 8 mmo 1 ) v EDC I (3. 4 5 g. 1 8mmol ) % fcjltf 
HO B t (2. 4 3g, 18mmol) ififl 5^i#Ucf , 2M 

25 NaOH7K^?S (10 OmL) fcAPx.fc. *l^n D ^ 
V-CfattiLfc (10 0mLX3) . #»«*^t>-frT, «7k«^ h ]) >)AT« 
, ttig* «»tfc. *7^H7 ^77^- (Si 0 2l ftS&^AO fdi^m^ 

4 - [ [ (N- (-O-^^-dr^yU^'^yU) ^y^/U) 7 5 7] /fvUj - 
1- ( t e r t h^tfyUKs/U) tViJ^TWr^W,!: LT# 
30 fc ( 6 . 2 7 g » 9 4 %) 

[#%#13 2] 4- [ (^'y v^UTj H £~tM ~ 1 ~ (ter t-yh#-> 



(i. OmL) mmtszv (^y^/^fyU) 
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4- [ [ (n— (sOi?su**y'jj,\,#=.,i>) yyisju) ;*9vu] -i 

- (t e r t-7* h^v'tf/l'Jjx'-vU) t 0 -<U (6. 26g, 15. 4mmol 
) (lOOmL) 5%/^7^^A^ (6 2 0mg) 

5 Ti-, a«-c7B*nfl**fl:4*fc. ttssESr-fey^r bttiiicj: o^m, mmzmm 

U 4- [ (^y i/VUTS /) -1- (ter t-7'hJf'>*M=^) ' 

t'^D VlsZmVft LXmtc ( 3 . 84 gl 9 2%) 0 

[#%#J 3 3 ] 4 - [ [ (N— (2-7;/-5-^np^y^;y) ^yvvU 

LX1ZJ £±±3 -i - (te r t-^hfrsofr/M^w g^jyj£yg>a^ 

10 4 - [ (^y-^7 5y) -1- (ter t-^l>^i/*;^=;v) f 

<<9i?> (l. 3 3g. 4. 90mmol) O^dd^M (25raL) git, 
h y zn^vUT 5 >- (0. 7 5mL, 5. 4mm o 1) „ 2 — T $ / - 5 - □ 
S^gg ( 8 4 0 m g % 4 . 9 mm ol) , EDCI ( 9 4 0 m g , 4. 9 mm o 1 
) , JSi^HOB t (6 6 0mg, 4. 9mmol) SrflPx, MUX' 3 ftMiftft L 

15 2M NaOH7Kg?g (2 0mL) £A0;tfc o *r«W&aHtU 

DD^^^T'fflffiLfc (20mLX3) . W^JI^fr-frT, *S*«tiH- b P A 
T?S£jft, ttiis SlLfc. *7A^n?F^y7^- (S i 0 2 , ftS^f^) |c± 
9**«U 4- [ [ (N— (2-75,/-5-^Dn^^^) *fV*S)V) T% 
S] tf-tV] -1- (ter t-^h*^^) t^y ^irifiUi 

20 fc(l. 63g, 7 8%). 

3 4 ] 4- [ [ (N — (2-7-;/-5-^PP^y^;l>) ^UvvU 

4- [ [ (N — (2-7?/-5-^nn-<y^/U) :/y^U) > 
(tett-/f^M'=;H e^y^> (1. 6 3g, 3. 8 4 
25 mmol) O^/-/M2 0mL)i$l:, 4M HC 1 OiS** * V ( 9 . 5 
m L ) Wm ^lUT* 6 RfflJlft* L fc. SJSa^K £ jg^B U 2 M N a O H 
(2 0mL) ^nc/^y (20mLX3) T'JSffi L7fc„ #MJg 

y ffiig. git^riiao, 4- [ [ ( 

N- (2-7?y-5-^nn^<y/^A) ^y->/U) 7 5/] ;< fvu] tXi)-y 
30 >4r»fc (1. 19g, 9 5%) : l H NMR(CDC1 3 > 2 7 0MHz) 5 1 
.10-1.76(m, 4H), 2.55(td, J = 2. 4b 12. 2 Hz, 2H), 3. 00-3. 10 (m, 2H), 3.17(t, 
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J = 6.2 Hz, 2H), 3.48(s, 2H), 4.03(d, J = 4. 9 Hz, 2H), 5. 50(br. s, 2H).. 6.1 
1-6. 23 (m, 1H), 6.60(d. J = 8. 8 Hz, 1H), 6. 85-7. 02 (m. 1H), 7. 15 (dd, J = 2. 7 
i:8. 8 Hz, 1H), 7. 38(d, J = 2. 4 Hz, 1H) ; ES I /MS m/e 3 2 5. 2 ( 
M + + H, C a5 H 23 C 1 N 4 0 2 ) 
5 Hi:, '4- [ [ (N— ?!) 7? 

7 3 7^3 tr^y^t. 2tJ&1r&Bmt$i:XfRt&mi:m^X&*Sm3 3t3£Xf 
3 4l:86o"C^Ufc. 9 5 1mg, 6 4% (2Ig) ;ESI/MS m/e 
3 6 9. 2 (M + + H, C 1S H 21 B r N 4 0 2 ) 

mmm 1735] 4 - c [ (n- (2- u e r t-^h^^/^^uy^ 
10 /) -4, s-v^M-p^vyy^) g_y_j^) 75/3 7^vv] -1- (4- 

1- (4-^dd/<^) -4- [ (^y v^u75 /) tf-fr] tviys?^. 

(7 3 8mg, 2mmol) tf)^? do^^^ (20m L) }$ffi»C x h y 
^f-frT 5^ (1. lmL, 8 mm o 1 ) N 2 - ( t e r t -zf V 3r t/jjjUtf— )V 
.15 757) -A, 5-^7;UtB$|,fS (6 0 7mg, 2. 2mmol) , EDC 
I (4 2 2m g, 2. 2mmo 1 ) , JSitfl-IOB t (3 3 7m g. 2. 2 mm o 
1) SrADx., SST'l 4B#|B]jft#Lfcf£, 0. 6M NaOHTK^fS (5 0mL) 
**P;L iS?au*?^vmtiiLtz (3 0) .^Jf *S**SW- M * 

ttifi, i«L, 4- [ [ (N- (2- (te r t-7'h^v'*^=/U 
20 757) -4, 5-^7/M-a-OyV^) 75/] 7 f7l/J -1- ( 

tT^ys^&fcfc (1. 01g, 9 2%) . ESI /MS 
m/e 55 1. 3 (M + + H, C 27 H 33 C1 F 2 N 4 0 4 ) 

4 - [ [ (N- (2- (t e r t h * *S*frti-frT 5 / ) - 5 - 
h V 7/M"n7 ?-A"<Z/ 75 7] > fvlTJ -1- (4-7 ua 

J&Lfc 0 3. 0 3g, 8 2%; ESI /MS m/e 5 8 3. 2 (M + + H, C 28 
H 34 C 1 F 3 N 4 0 4 ) 
[#%0H 3; 5 ] 4- [ [ (N— (2-75/-5-h!)7^P>f^^ 
/u) ^/y->yu) 75/3 7^3 g^_y_£Vg)^g 
30 1- -4- [ [ (N— (2-757-5- MJ7/U^n 

y^yU^Z-r/U) ^!)7/H 7 5 73 7 9vl7J t^D^y (44 7mg, 0. 9 
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3mmol) <tPd (OH) 2 (6 Omg, 0. 23mmol) ©5%ii/^^y 
(lOmL) &m&5 O'CT'l 4B#p B m#L/c„ W ± 9 j Hig 
i§UTI^*L, ffiMZmmLtZo attlM NaOH*S« (l5mL) £*0x. 
, Rflfe^^vUT-ftlffi bfc (3 0mLX3) . ^HmSr-g-frtfT, fekffi^M> y ? 
5 jfl[ig % jfcffiLfc. *7^D?^77^- (Si0 2 , ftSErt^U/^ 

^/-^/hy^yUT$^=7 0 : 2 5 : 5) fCj:!9*f®!U 4- [ [ (N- ( 
2 - 7 5 ; - 5 - h!J ^ f Wsjv) T%/1 ^^vu] t° 

S^fcffcfc (2 8 4mg, 8 6%) .ESI/MS m/e 3 5 9. 0 (M + 
+ HL C l6 H 21 F 3 N 4 0 2 ) 
10 4- [ [ (N- (2-757-4, S-i/VfrXu^y^st ,v) if y > 

/U) T5/] b'^y^^, 4- [ [N- (2- (tert-y^->M 

1 tV^-^ *J«tth'4- [ [ (N — (2- (ter t -~f b*f% *tf=./U7 5 

/) -5-b Dy^oyi h^-y^-y^^f/u) vyy/v) 7%;~\ ^^/W] tv<y 

4- [ [ (N — (2-7^-4, 5-^7Aof n^yyy^) ?}) T 5 

/] t^!)^: 5 64mg, 8 9%;ESI/MS m/e 3 2 7. 

2 (M + + H, C ls H 20 F 2 N 4 O 2 ) 

4 - [ [ (N— (2 - ( t e r t -Zf frtf^/VT \ S) - 5 - h V 7 /\s 

20 JTf-n^ h^iZ-O-y-fyU) tf))i/;\,] 7^;>f^] fcT^ y ^> : Jgftlft ; 1 H N 
MR (CDC 1 3 , 4 0 0MHz) 5 1. 10-1. 25(m, 2H), 1. 45-1. 73 (m, 3H), 1.51 
(s, 9H), 2. 53-2. 64 (m, 2H), 3.04-3. 13 (m, 2H), 3.22(t, J = 6. 3 Hz, 2H), 4.09( 
d, J = 4.5 Hz, 2H), 5.9l(br. s, 1H), 7.08(br, s. , 1H), 7.32(d. J = 9. 0 Hz, 
1H), 7.38(s, 1H), 8.43(d, J = 9. 0 Hz, 1H) 
25 4 - [[(N- (2- (tert-7*h^>Mfc;V7;/) -4, 5-^7 
sUj-o^y^Jfr) Wy/V) T$/] /^P] bXi)v?y : 3 10mg, 4 0% 
; ESI/MS m/e 4 2 7. 3 (M + + H\ C 20 H 28 F 2 N 4 O 4 ) 
4 - [ [ (N— (2 - ( t e r t b* iVif,=. { \,7 5 / ) - 5 - M) 

^-D^^^^y^/w) ^y^/i/) 7?;] >?vu] f^y^^: i. 3 5 g> 5 

30 7%; ESI/MS m/e 4 5 9. 3 (M + + H, C 2I H 29 F 3 N 4 0 4 ) 

\MMM 1 7 3 6] 4- [ [N- (2-7-;/-5-^DaXy^;i,) jnj 
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2 9) s I6£tfl - (4 - 




"<yi//U) -4- [ [N — (2- (4 




v^OvvU) 7 5 y - 5- 




^/-fAO ^y^u] 7 5yyfvi/| 


t'^ !) V? 


> 1 4 3 3) 









5 i/Tyfcmit&tMi- b } ) ?A (1 4 Ommo 1 ) (OtfJ—fr (0. 4mL) 
i8iK&4- C C (N- (2-7;;-5-^nDKy^^) ^Dv/^] 757^ 
?7lO t^^-^y (0. lOmmol) N 4-xF^-^yX7;U7tK (0. 1 
Ommo 1 ) % (0. 0 5 OmL) % 9 J—fi> (1. 6mL) ©jS^ 

fcUlAn*., 6 0°CT*1 4B^F B W#tfc 9 £j»g-#)£Va r i an™ SCX*7A 
10 JdfcffiU /-^/-/^ (2 OmL) Ti£#L*: 0 M*?r2M NH 3 ©7^;-^ 

8«fc8.HiL, WffiLfc. »»tlc (Sio 2> mm^^/^9 tdjr 

4- [ [N- (.2-T^/-5-^ua^y^/4^) ^U^] 75/7f^] - 
1- (4-^=5rv~<>^) ^y>yy (fc^ft#*1 4 2 9) x JSitFl- ( 

-4- [ [N— (2- (4-^ h^v^^vvU) 757- 
15 ^!)^U] 75 77f^] ^!lv^> (ft^Wfl43 

3) £#fc 0 

ft:^**-^ 1429:4. 5 m g . 20%; fsfc^ttR P L C/MS (CT^fcfc ( 
9 5%) o E S I /MS m/e 4 5 9. 2 (M + + H, C 24 H 31 C 1 N 4 O a ) 
1 4 3 3 : 8 . 4 m g , 2 8%; i&gfiR P L C/M S fCT*fc7c ( 
20 9 8%) 0 ESI/MS m/e 5 9 3. 2 (M + + H, C 33 H 41 C I N 4 0 4 ) 
LMMm 1737-1779] 

7 3 6.<D^fe{^oT^tfc 0 ESI/MSf-^, MXjfc. *3«t 0?lR^« 3 6 

25 * 36 









ESI/MS m/e 


^fl (mg) 


(%) j 


1737 


1430 


C24 H29 CI N4 04 


473.0 


3.1 


13 


1738 


1431 


C24 H31 Br N4 03 


505.2 


5.8 


23 


1739 


1432 


C24 H29 Br N4 04 


517.0 


4.1 


16 


1740 


1434 


C33 H41 Br N4 06 


637.2 


9.7 


30 
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1 *7 A 1 
1 / 4 X 


14 oD 


C£4 HJ1 CI N4 02 


443 . 2 


9 . 7 


44 


MAO 
X / 4£ 


. 14 jD 


t^D rlJo LI N4 02 


457 . 2 


12 . 5 


55 


1 1 A "3 




C^o H33 CI N4 03 


473 . 2 


9 . 4 


40 


1 / 4 4 


' 1 A *5 P 
14 OO 


^4:4 HJl Br N4 02 


489 . 2 


5 . 9 


24 


n^c 
1 / 4j 


1 A O Q 

14 j y 


C25 H33 Br N4 02 


503.2 


15.2 


61 


l / 4 b 


i /i /in 
14 4U 


C^o H33 Br N4 03 


519.2 


11.0 


43 


Lin.! 


1 yi /t i 
14 41 


C^J Hzy Br N4 02 S 


507 . 2 


9.3 


37 


*\ "7 A Q 

1 / 4o 


1442 


C33 H41 CI N4 02 


561.4 


6.8 


24 


1 T il Q 

j. / 4y 


T A A O 

144.3 


C3o H4b CI N4 02 


589 . 4 


9.8 


33 


I / >>U 


1444 


Cob H4o CI N4 04 


621 . 4 


9.4 


30 


ITCH 

1751 


1445 


C33 H41 Br N4 02 


605.2 


6.5 


21 


1 1 c o 
1 / 02 


1446 


C35 H45 Br N4 02 


635.2 


10.7 


34 




1447 


C35 H45 Br N4 04 


665 .4 


12.4 


37 


1754 


1448 


C31 H37 Br N4 02 S2 


643.2 


7.6 


24 


1755 


1457 


C24 H32 CI N5 02 


458.2 


4.5 


20 


1756 


1458 


C23 H29 CI N4 04 


461.2 


6.0 


26 


1757 


1459 


C24 H32 Br N5 02 


504.0 


6.8 


27 


1758 


1460 


C23 H29 Br N4 04 


505.0 


8.0 


32 


1759 


1461 


C31 H37 CI N4 06 


597.2 


5.9 


20 


1760 


1462 


C31 H37 Br N4 06 


643.2 


6.0 


19 


1761 


1514 


C26 H36 CI N5 02 


486.2 


5.5 


23 


1762 


1515 


C23 H29 CI N4 04 


463.0 


5.8 


25 


1763 


1516 


C26 H36 Br N5 02 


530.2 


4.2 


. 16 


1764 


1517 


C23 H29 Br N4 04 


505.0 


6.5 


26 


1765 


1518 


C31 H37 CI N4 06 


597.2 


4.3 


14 


1766 


1519 


C31 H37 Br N4 06 


641.2 


5.3 


17 j 


1767 


1570 


C23 H29 CI N4 02 S 


461.0 


2.7 


12 


1768 


1571 


C31 H37 CI N4 02 S2 


597.2 


4.9 


16 


1 /by 


1651 


C37 H49 Br N4 02 


663.2 


5.5 


17 


1770 


1652 


C26 H35 Br N4 02 


515.2 


6.0 


23 


1 / fx 


1653 


C35 H45 Br N4 02 


633.2 


5.0 


16 


1772 


1654 


C25 H33 Br N4 02 


501.0 


6.2 


25 


1115 


1655 


C37 H49 CI N4 02 


617 . 4 


5.6 


18 


1774 


1656 


C26 H35 CI K4 02 


471 . 2 


5 . 9 




1775 


1657 


C35 H45 CI N4 02 


589.2 


4.6 


16 


1776 


1658 


C25 H33 CI N4 02 s 


457.2 


5. 3 


23 


1777 


1785 


C26 H33 F3 N4 02 


491.2 


4.7 


12.8 


1778 


1786 


C25 H29 F3 N4 03 


491.2 


3.7 


10.1 


1779 


1804 


C25 H32 F2 N4 02 


459.2 


3.3 


9.6 
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[HffiW 1 7 8 0] 4 - [ [N- (2-T$/-5~M 7J\s3rn* h^v-^V 
yV £ !J T 5. / / fvjj -1- (4--fy7°n fcV^^-^) U ^ 

V 1 9 0 3) <P£ric 

5 4- [ [N — (2- (t e r t-yh^^^^T?/) -5- ( h L> 7yU 
^-D^ KyAfyU^y TS/j'fvl'] t'^^-^y (0. 0 5 0mm 

o 1 )\ tVWOXTA-xfc K (0. 060mmol) , N a H 3 C N 

(0. 15mmo 1) , fcit>7^;-A (1. 3mL) OjS^t, (10 
mL) £*P;t, 6 0°C-C8^m^L^ 6 gfit^£P'#Va rian™ SCX*7 
10 AtMU ^^/"^ (lOmL) »Lt, M^2M NH 3 ©^/- 
JU (5mL) mmvmtHL. WtmLtc. 4M HClO^tygl ( 

2mL) £AP;L &?££mf&T--0.fej§#L^ o igf§&. #1&T LCfc «fc UttKU 
4- [ [N— ( 2 - 7 5 / - 5 - F!) 7 b > b / /f ^) ^v7l/|T 

- l- (4— ryyotvu-O'^/w t^i/^y (ft£-*##i9o 

15 3 ) £#fd ( 6 . 6mg, 2" 6 %) . ^I4R P L C/M S lClT#:#>fc ( 9 3 %) ' 
„ SI/MS m/ e 50 7 (M + + H, C 2 6 H 3 3 F 3 N 4 O 3 ) 
C^JteW 1 7 8 1 - 1 7 8 3] 

##WTJB^5<f&g-*j&» *ft*h,*HS1--5lS*sto3 it^S/t^J^ffl^TlUte0»l 1 
7 8 0<&#ftlCtgoT£-J&Lfc. ESl/MSf-^, IRS. *5 iU'HX^^* 3 7 
20 (cS£#>fc 0 

$ 37 







#*5£ 


ESI/MS m 
/e 


$1 (mg) 


(ft) 


1781 


1904 


C26 H33 F3 N4 03 


507 


9.6 


37.9 


1782 


1917 


C25 H31 F3 N4 05 


525.2 


1.2 


3.1 


1783 


1918 


C24 H29 F3 N4 04 


495.2 


2.8 


7.5 



[MMffl 1 7 8 4] 4- [ [N- (2-7$/ -4, 5-^7^P^y^/U 
25 ) yiJis/W) T^y/^/kl -1- (5 -yo^- 2 hfrS/^^/U) fc^D 
(ft^Wt2 0 5 2) 
4- [ [N- (2- (t e r t -7* h^ri/^^^^yUT.^ 7) -4, 5- (v>7 
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jUj-a'O'yjsU) yyy/U] 7§//*7U] ^!)^ (0. 0 5 0mmo 1) 
, 5-yp ; e-2-xFJf^X7^ftF (0. 15mmol) , ^^/-A- ' 
(1. 2mL) „ $5£xm& (0. 0 3 0mL) ©ft^fcfc, NaBH 3 CN (0. 
2 5mmo 1 ) %MZ-, 5 0°CT'l 3BS|BJ»#Lfc. SfifcifrfePU Va r i a n T 
5 M SCXtf^-McAffifU *9/—A> (5mLX3) T'ifci£Lfc„ Mft^2M 
NH 3 ©^/-;U (5mL) Mt'IttJL, g^Lfc 0 ^^dd^^v ( 

lmL) t5itfM)7yl/tcSi (0. 5 0mL) SrAPx, ifif 1 0 #Jf# Ltz 
o S^ft»L, a*«r^^/-yHC»#t, Varian™ SCX#7i* 
(CAiftU (5mL) T'ft#Lfc 0 4«2M NH 3 ©^^7^ ( 

10 5mL) j&S-C&fflU fifgLfc. MTLC (S i0 2 , BtK^^/^^y-/U 
= 10 :.l) JCJ:9»«U 4- [ [N— (2-7^-4, 5 - v^yM-n-O 
/W/U) ^y^/H 7t;>f/V] -1- (5-yat-2-xh^>Kyi//u) 
fc-^y^V (Mff2 0 5 2) fcfcfc (10. 2mg, 3 8%) . «S&fiRP 
LC/MSdTJfc&fc (96%) . SI/MS m/e 5 3 9. 2 (M + + H, C 

15 24 H 29 B r F 2 N 4 0 3 ) 

1785-1792] 

7 8 4©J$l^ot^Lfc 0 ESI/MSf-^, ifcM, jo itWR*** 3 8 
20 « 38 









ESI/MS m 
/e 


iR* (mg) 


(%) 


1785 


2053 


C30 H34 F2 N4 04 


553.4 


12.7 


46 


1786 


2054 


C27 H30 F2 N4 03 


497.2 


13.7 


55 


1797 


2055 


C23 H28 F2 N4 04 


463.2 


10.1 


44 


1788 


2056 


C22 H24 Br F3 N4 02 


515.2 


7.7 


30 


1789 


2057 


C23 H27 Br F2 N4 03 


527.0 


8.6 


33 


1790 


2058 


C24 H30 F2 N4 04 


477.2 


6.4 


27 


1791 


2059 


C28 H30 F2 N4 03 


509.4 


6.7 


26 


1792 


2060 


C25 H32 F2 N4 05 


507.2 


7.2 


28 



tmmm 1793] 4- c [n- (2-7-^7-4, s-s^/m-p^^iaqu 



WO 00/69432 PCT/JPOO/03203 

3 3 7 

2 0 6 5) (P-g-fiSc 

4- [ [N- (2- (t e r t-^h*i/*^=^75/) -4, 5- (v>7 
/UjJ-d^V/^/U) ^JJS/yU] TS/^^vkl f^JJ t/>- (0. 0 5 0mmo 1) 
5 , 3, h#*/XyX7A^k K'(0. 15mmol) s 9- 9 J — /V {1 . 

2mL) , *3.fctfgfc|fe (0. 0 50mL) Og^«ltNaBH,CN (0. 2 5mm 
o 1) £*D;t, 5 0tt-ft«l*Lfc. Si&fcftfclU Var ian™ SCX*7 
•McAflfU 99 J-)^ (5mLX2) T*ftfrbfc„ 4***2M NH 3 ©/>*/ 
~)V (5mL) »iK-C»fflL, 3t$iLfc 0 gi£ \^J9 a a 9 9 V (2mL) k7 
10 =^y^T^-h (0. lOmL) SrJOx., M-CIBWBWU Var i an T 
M SCp^AtMU^;?;-^ (5mL) Tifc#Lfc 0 4«2M NH 3 
co^^y-yu (5mL) JKRSr/lvvCfcttlU *BLfc. Mfe**/-* (0. 
2 5mL) Kl&flPU 4M HClO^fV (0. 12 5mL) «£AD*L, 
^raT'-B^m^Lii^LfCo 81^ ^y-/Wc^fif U Va r i an™ SCXA 
15 7&lC*flfU 9 9 9-fr (5mLX2) Tife#Lfc, £f?)c#>£2M NH 3 W> 9 
J-l\> (5mL) *S?&fflV*T8fflU SMBI"* - t l-«t 0 , 4- [ [N— (2- 
75 7-4, 5 -'Jyj^HrtM^^/^j^) Ws>\9\ 75;^^] -l - (3, 

hdr^^v?^) t'^y-y> 2 0 6 5 ) (2 1. 2m 

g, 8 4%) . j&gttRPLC/MSfC-Ofc&fc (9 7%) „ ESI /MS m/ 
20 e 5 0 5. 2 (M+ + H, C 2 , H 3 4 F 2 N 4 O <) 
\M1&&\ \ 794-1808] 

7 9 3©*ft|:«EoT^Lfc. ESl/MSf-^, fciTJ?l|X^^^ 3 9 

25 39 









ESI/MS m 
/e 


l&ft (mg) 




1794 


2061 


C23 H27 F3 N4 02 


449.2 


12.6 


56 


1795 


2062 


C23 H27 F3 N4 03 


465.2 


19.7 


85 


1796 


2063 


C25 H32 F2 N4 04 


491.2 


19.8 


81 


1797 


2064 


C22 H24 Br F3 N4 02 


515.2 


17.5 


68 


1798 


2066 


C29 H32 F2 N4 03 


523.2 


18.0 


69 
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1799 


2067 


C26 H34 F2 N4 02 


473.2 


21.9 


93 


1800 


2068 


C22 H24 CI F3 N4 02 


469.2 


11.2 


48 - 


1801 


2069 


C24 H30 F2 N4 03 


461.4 


20.2 


88 


1802 


2070 


C23 H27 Br F2 N4 03 


527.2 


17.7 


67 


1803 


2071 


C24 H30 F2 N4 04 


477.2 


10.9 


46 


1804 


2072 


C25 H32 F2 N4 03 


475.2 


19.3 


81 


1805 


2073 


C29 H32 F2 N4 03 


523.2 


22.8 


87 


1806 


2074 


C29 H32 F2 N4 04 


539.2 


22.5 


84 


180-7 


2075 


C23 H27 F3 N4 03 


465.2 


14. 9 


64 


1808 


2076 


C22 H24 F4 N4 02 


453.2 


21.9 


97 



1 8 0 9] 4- [ [N — (2-7?/*-4, 5 - y~7 iVirn^yV 4 
) ?V vvi/l 7 ^ / * fvtj - 1 - ( 2 - t Kg * y- 3 - / 9vl~-< y i/)V) t'^< 
Ut^m^2 10 6) <D&J& 
5 4- [ [N- (2- (t e r t-y^-/^#^75 7) -4, 5 - 

yutD^y-/^/v) yyy/u] t%;/j-M txy-?y (o. osommoi) 

, 2-t KDJri'-3-^^'<yX7;l'ft F (0. 25mmol) , 
>V (1. OmL) , :*5«fctfR# (0. 0 4 0raL) ©S^tllCN a BH 3 CN (0. 
4 0mmo 1) ZMx., 5 0tt-if}fLfco ^?&fC^£[ILVa r i a n™ SC 
.10 X#7A}^ft^U *9J—JV (5mLX2) T*j5fe#Lfc 0 M^2M NH 3 ® 
^^y-yv (5mL) »Ci&asU jt^Lfc «g£ £M^9vu/.?< 9 y -;u= 
5:1 (lmL) [C^LVa r i a n™ SCXj)7AtMU 
*/-^=5 : 1 (5mL) £ffl^Ti£fflU lt^Lfc 0 IS$£y: ? /-A- (2m 
L) fcjfctfU 4M HCl©^t> (0. 5 OmL) i#f&£#Dx., M""?- 
15 ltfejf#U MLtCo B&Z * * S -MZfeM U Varian™ SCXA7AI; 
AiSFU *9J—fl' (5mLX2) T*&#Lfc 0 £fi)ct>&2M NH 3 <D*? 

(5mL) ^SrfflV^T^tiit, ^Lfc 4 L Cl-cfc "9 4 - [ [N— (2- 

7?y-4, 5 -^/M-n^yyVA-) >f\)i/)V\ 7;/>fyU] -1- (2- 

20 SfiRPLC/MSfwT^fe/t (9 7%) 0 ESI/MS m/e 44 7. 0 ( 
M+ + H, C 23 H 28 F 2 N 4 0 3 ) 
CHJS^i 1810-1823] 
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3 3 9 

8 0 9^Sl^oT^Lfc 0 ESl/MSf-^, HXS, *5 i^lR^^r* 4 0 

g 40 









ESI /MS m 
/e 


iRfi (mg) 


(%) 


1810 


2077 


C22 H25 CI F2 N4 03 


4 67 . 2 


3 . / 


16 


loll 


/u / o 


\*£.*\ nou IT £ INI VI 


477. 2 


1 . 9 


8 


1812 


2079 


C30 H34 F2 N4 04 


553.4 


4.8 


17 


1813 


2080 


C22 H25 CI F2 N4 03 


467.2 


13.5 


58 


1814 


2081 


C22 H25 CI F2 N4 03 


467.2 


13.8 


59 


1815 


2082 


C23 H28 F2 N4 04 


463.2 


9.6 


42 


1816 


2105 


C23 H28 F2 N4 04 


463.2 


ND 


ND 


1817 


' 2106 


C23 H28 F2 N4 03 


447.0 


ND 


ND 


1818 


2107 


C20 H23 Br F2 N4 02 S 


503.1 


ND 


ND 


1819 


2108 


C25 H28 F2 N4 02 S 


487.2 


ND 


! ND 


1820 


2109 


C20 H23 Br F2 N4 03 


487.0 


ND 


ND 


1821 


2110 


C22 H28 F2 N4 03 


435.1 


ND 


ND 


1822 


2111 


C22 H24 CI F3 N4 02 


469.0 


ND 


ND 


1823 


2112 


C24 H29 Br F2 N4 04 


557.0 


ND 


ND 



5 ND: ^S:^ 

\MW6\ 1 8 2 4] 4- [ [N— (2-TX/-4, 5 - 22J^LES^±OLL*L 

) Ws/V\ TjLj_*j£>}d -l- (3-7';;-4-^fMy^) ¥sil£ 

> Uk%m%%2 114) <D&f& 

10 4- [ [N- (2 - ( t e r t-^h**/#/HR=^75/) -4, 5- 

;V^ru^<V-/^ ;V) ff9i//U] T^Jff-flA i?> (0. 0 5 0mmo 1) 

, 4-^^-3-- FnKyXT^Tt K (0. 2 5mmo I) , — /V ( 

1. 2mL) , *5«tUWfit (0. 0 5 0mL) ©Mftl:NaBH 3 CN (0. 5 0 
mmo 1) ZMZ-. 5 0°CX°~®.MWVtc o SiSlcMLVa r i a n™ SCX* 

15 >*>-A- (5mLX2) "Cifcfr L/c. £fi)c^£2M NH 3 ©^^ 

/-/w (5mL) *»rc»fflU »*S:»8xf/^^>'-^=2 : 

1 (2mL) til»»U Varian™ S . i # 9 AfcUffi U 
-yu=2 : 1 (6mL) fcfflV*T8fflU Mfc^ (lmL) 

WSflPU 4M HC 1 <Di/**^y (0. 5 0mL) 8Mfc«:A0;t* MT?— (fefll 



WO 00/69432 PCT/JPOO/03203 

3 4 0 

#U *y-/HilS#U Va r i an™ SCX*7^f 

U y^y-yu (5mLX2) Ttttfr®.. 2M NH 3 W^y-;U (5mL) 
«rffl^T»ttlLfc. ««tJ:9 4- [ [N— (2-T$/-4, 5 -S^Urf-o^* 
^y^u] TSyy^vkl -1- (4-y^yu- 3-- ho/<j/^) 

5 e-<y >^£#fc 0 

#b*X7t4- [ [N— (2-T$/-4, S-^tin^y^/u) ^ys/vU] 
-1- U-y^yU- 3-= hD^y-^) tXD-^y, 5%^7 
^A#-tfV (15mg) x %>&XJ-*9 ;—>V (2mL) ©a-g^Sr***!^ 
T, MT?4B*W«ffUfc. ^7^^AjS>l^t7^ h»BK:J:9lfc6U ttftfr 
10 jft«L/t 0 ^TLC (Si0 2 , g^^,p//.*/-^= 3 : 1) fc,fc9 4- [ 
[N- (2-T$y-4, 5-^7 0 0'?/'^^) ^yvvl/) T^/^^V] - 
1- (3-75/-4-^f;^^) fc'^y^y (it&&)&-%-2 1 1 4) 
fc (2. 9mg, 13%) „ MttRPLC/MSlCT**fc (10 0%) , ES 
I/MS m/e 446. 1 (M+ + H, C 23 H 29 F 2 N 5 0 2 ) 
15 C^f!jl 8 2 5] 4- [ [N— (2-7gy-4, 5-^7^a-<y/^;l/ 
) ?*Ji//u] T%;t^-iV\ -1- (3-T^y-4-y h*i"Q"S;u) if^V 
2Z (Jt&®&%2 113) (D^tiL 

MsZ<Dit&ty)4- [ [N— (2-T5/-4, 
v'yl'] 75 7^^] -1- (3-75 y-4-y h*i"Oi?A') t°-?y>?>- ( 
20 \\&m%*%2 113) 5 W^iOfK^J^fflV^, 8 2 4©^ 

feJCftoT-frj^tfc. 4. 6m g, 2 0%l|X^ ; ES I/MS m/e 4 6 2. 
2 (M + + H, C 23 H 29 F 2 N 5 0 3 ) 

[^3i0iJ 1 8 2 6] 1- (3-7$y-4-b K^jrJ^Vy^) -4- I" FN 
- (2- (ter t-7h^^;l/^7;/) -4, 5-v : 7;l/tP^yyV 
25 ^' j) vvuj 7 5/ > ^yU] jj 

4- [ [N — (2 - ( t e r t - 7 V * )Vifs=.>VT 5 J ) -4, 5-v?7^ 
^a^V/^/U) ^yvvl/J TSyyfvU] ^D^V (0. 3 5mmo l) , 4 
-fc Kn*S/-3-= hPKyXTA^fc K (1. 2 2mm o 1) % y * y -yu ( 
3. 8mL) , *J±0W» (0. 1 7 5mL) ©^W:NaBH 3 CN (1. 5 8 
30 mmo 1 ) wy^y-yu (3. 2mL) mm=k))\S^, 5 0 Lit. M 
ST'^int, Va r i a n™ SCXAyilcML, > * y -yU (5mLX 2) T* 



WO 00/69432 
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fcftLtc. 2 M NH 3 W?;-/l^ (5mL) ^re^ffi U «MtUt. 

HkZZfm^fr/** S—*=5 : lfcStfU Va r i an™ Si*7Al:A 
ffiU BRa-fvU/*^— /U=5 : 1 (lOmL) SrfflV^TStbU jg^S^ 
tlCtt), 4- [ [N — (2- (t e r t-/F#v'*^;l'7 5/) -4, 5 
5 7?;^^] -1- (4-tKn^-3 

--hn-O^yU) tf^JJ^yfcfcfc (17 5mg, 8 7%) 0 

[ [N- (2- (ter -4, 5 

-v^/Ujj" n^yyV^) ^JJvyl/| 75/^^] -1- (4-t 
--Yn^yiyjU) 10%/<7^A*-^ (4 5mg) s *5«fctf 

10 , (5mL) ©a^«Jft**#H»T» £ir?4l$M«#Lfco ^7^ 

^^«!«I.S:tti8^J:5l!fe*U LT1- ( 3 -7 5 / - 4 - t Kb 

^S*J}V) -4- [ [N— (2- (tert-7*F*^/to7?/) -4/ 
S-^vM-n^yVA-) ^U^] 7?7^f^] S?V*r#fc (100 

m g , 6 0%), 

15 ' LMMW 1 8 2 7] 4- [ [N- (2-75Z-4, 5 - i>7 frlm^l/-/ -ifr 
) Ws)V\ 7%J*?-iV\ -1- (3-7;;-4-fcKP^y-^) t°^< 
ij MfrjWg^ 14 1) Q^g 

1- (3-7^-4-fc Kn#v"«y^) -4- [ [N— (2- (t e r t 
-•?Y*i/itA'i£-A'7%S) -4, s-^yyt^n-oyV^) ^ysz/u] 7 5 

20 J * =f-jW] tV^i/y (2 0. Omg. 0. O35ramol) ffl^y — )V ( 1 m 
L) mmz. 4M HCl©mt> (0. 5 0mL) ^M^n^L, ^rat?-Bjfc 
m^LfCo mt**9 J-MZ.&Ht\^ Varian™ SCX777A 

fcfttfU ^/-A- (5mLX2) T'fffcfrU 2M NH 3 ©^^/-;U (5mL 

) mmx-mmLtco mmz£V4- i [n- (2-757-4, s-v^m-d^ 

25 yy-f/l/) ^y->;W] 75/^fyU] -1- ( 3 -7 5 J - 4 - k h'o 

yu) txy i?y ut£®>&%r2 141) ^#fc (i7. 6mg, ^mm o tm\* 

RP LC/MSI-T*fefc (8 5%) a E S I /MS m/e 4 4 8. 3 (M + + 
H x C 22 H 27 F 2 N 5 03) 
[HiStflJ 1 8 2 8 - 1 8 3 1] 
30 *&WX'ffl V ^5 fc6"*J £ . -t ii-P Jx*f JC-T 6 i tfRJSJW fcffl T UMitfiJ 1 
8 2 6 il 8 2 7©*fejCtto-C^ritUfc. £.»7?ifoixtf» ^TLCT^II,, 
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3 4 2 
^ 41 









ESI/MS m 
/e 


iRS (mg) 


(%) 


1828 


2140 


C23 H27 F2 N5 04 


476.3 


6.7 


28.4 


1829 


2144 


C24 H30 F3 N5 03 


494 .2 


18.7 


82.0 


1830 


2145 


C23 H28 F3 N5 03 


480.3 


19.8 


63.7 


1831 


2146 


C24 H28 F3 N5 04 


508.3 


13.5 


81.7 



l%n&\ 1 8 3 2] 1- (3-7;/-4-^nnxy-» -4- [ [N— ( 
2- ( f e r t -7* h^vOfr/U/ff— ? / ) -4, 5 - ^/M-p^^vVaQ 

^' y vvtj gvtj y 

4- [ [N- (2- (ter t-yhJfv-*;l/#-;V7 5/ ) -4, 5-^7^ 
10 *n-OyV>U) ^y^/U] 7^/^f;U] f^v^ (0. 14mmol) , 4 
DO-3-- b nxyXT/l-ft K (0. 5 Ommo 1 ) , * # / — )V (l. 
5mL) „ t3£Zfgt& (0. 0 7 0mL) ©iS£4fefc: % N a B H 3 CN (0. 6 3m 
mol)©^y-/Ml. 3mL) im&lfflz.. 5 0<C-C*-l&J«# Lfc 0 
ftiPU Varian™ S C X# 7 Al^ffi U * * / —/I'-CiJHfr Ufc. 
15 2M NH 3 <D*# /—yt««-C»fflU a£ £M^^/;< * / 

= 5 : lfcjg#U Varian™ S i*7A|;MU ^ / — 

= 5 : 1 (6mL) SrfflV>T^tbU - fc Id «fc 9 s 4- [ [N- (2- ( 

tert-/!-^;^^?/) -4, s-v^/M-D-i^y'-Ou) 
AO 75/**vt0 -1- (4-^Do-3-=FP'<>'i?;l/) h°-< y ^^Sr#fc 
20 ( 44m gl 5 3%) 0 ESI/MS m/e 5 9 6. 3 (M + + H) 

4-[[N- (2- ( t e r t -7* h v^U*'— ;VT 5 / ) -4, 5-v?7/U 
tn-;y;//f/V) ^y^/U] TS/;*^] -1- (4 - * n n - 3 -= h n^>- 
vvU) tVil-^y (I21mg, 0. 20mraol) , 10%^7^A*-*'y 
(8 5mg) , BNK*^ (lOmL) . *S ± * / -VU ( 1 m L) 
25 7k3f?#[amT, ii&fl 9B*RJJ«#Lfc. /<7i?!>Attli«r*iBfc«t9Bfe*U tt 
»«r»*H-5^i^J: 9, 1- (3-7;/-4-^Dn^;U) -4- [ [N 
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- (2- ( t e r t -Zf h^iy^^=-^T S. 7) -4, 5 -^y^n^O-yV 
)V) yyW\ 7 5 7 7-yvu] t'^WsZntc (7 8mg, 6 8%) o 

1 8 3 3] 1- (3-7;/-4-^PP^y-^W -4- [ [N— ( 
2-75 7-4, 5 -^^M-p^^vVyu) yy^/i-] 7;;^fyi/] fc^ y 
5 > 2 14 2) <P-g-J% 

SIE^-fb^l- (3-75 7-4-y nn-0"v?/U) -4- [ [N— (2-7 
5 7-4, 5 -v^/M-n^^yV/u) vvl/J 75/^^] f^y^v (-ft; 
£^#•§-2 14 2) Sr*rj^-T5»*3ctt5R^iJ^fflV^T^Jfi^J 1 8 2 7©*ft|; 
^oT^Lfc, 13. 7mg N 9 8 % ; &£|2R P L C/M S iCX^tz ( 8 3 
10 %) 0 ESI/MS m/e 4 6 6. 2 (M + + H v C 22 H 26 C 1 F 2 N 5 0 2 ) 
C^J£0iJ 1 8 3 4] 1- ( 3 - 7 1 f ;l^7 ; / - 4 - b K n ^7^y^;V) -4 

- [ [N- (2- (757-4, 5-iyy;^u^y'y(j\y) Wsjv] 7577 
fylQ «b£^#-S§- 2 14 8) (£>-Sl£ 

1- (3-7 57-4-t Kn^V-O^U) -4- [ [N— (2- (t e r t 
15 -y* \-*i/ji>\'iS~)\'T 7) -4, S-v^^/U^-o^O-yV^) ^y^/W] 7 5' 
7 7 5VKI t^^7y (2 7mg, 0. 0 4 9mmol), (£•-< y vV 7 ^VU) 
3tf!) (2. 7mmo 1/g, 6 Omg, 0. 1 5mmo 1 ) , iocfctfv'y 

dd^> (2m L) *7KM (0. l 2mmo 1) ©7^nn^^ 

y (0. 1 2mL) mWi&Mz.. Ml&X'3VmMftLtz 0 M^Va r i a n™ 
20 S C X# 7 A tc:£l iSrU 7*7-A--CgfcfrLfc 0 £j5fc#)£2M NH 3 <D7*7-/I- 
&fTti£tt}U ^Lfc„ l^«xfV^y-;V=5 : lfcfctfU Va 
r i a n ™ S i # y i>iC^Mt?f U gf^fvlvV ^ 7 5:1 ( 6 m L) 

V^T^ffi, M^-r-Sr irfci 19 1 - (3-7tW^y-4-t Kodf^y^ 
yU) —4 — [[N— (2 — (ter t-T'h^-y*/^^?;) -4, 5-v> 
25 7vM-o^<:/yV /U) y'yv'yl/J 7577^] t°^y ^y£.#fc (30mg, £ 
iW) „ ESI/MS m/e 5 9 0. 4 (M + + H> C 29 H 3I N 5 0 6 ) 
±IET'#7cl- (3-7W7?y-4-h Kndr^^i?^) -4- [ [N 

- (2- ( t e r t -7 h*v-#./Wtf-^7 5 7) - 4 ' 5 -^:7yU;tn'<>'yV 
A-) ^yv-yW] 75 77^/H t°^<y v : >'07^7— (lmL) SfffitC, 4M 

30 HC I CDv^^-^-y-y^ (0. 5 0mL) SrAPx., ^?££MT*-Bfeft# Lfc 0 ^ 
mttzm, M£7*7-/MC&fi?U Va r i an™ SCXtfy-MC^MI/fU 7 



WO 00/69432 PCT/JP00/03203 

3 4 4 

9J->\< (5mLX2) T*2fc#U 2M NH 3 <D*<? ( 5 m L) ?g?&Tigft 

Lfco Wm'ik, ^TLC (S i0 2 , mm^jv/ / ? ; 3 : 2) fc.fc Dt* 
®iU 1- (3-7-fc7vUT§ /-4-fc Kp^-^y-^) -4- [ [N- (2 
- (T5/-4. 5 -v^M-n^v;/^) ^ y vvu] 75/^^] fcV^y*;/ 
5 ^ (-fl^t>#-§- 2 1 4 8 ) (2. 3m g, 9. 2%) 0 ^liRPLC/M 

SfcTsfcfcfc (9 8%) . ESI/MS m/e 4 9 0. 3 (M + + H. C 24 H 2 
9 F 2 N s 0 4 ) 

[HS!i0!l 1835-1839] 

*mwx*m^5fc&voz, zixzixMfoi-zwMte ^n^m^m^^xmmm 1 

10 8 2 6^ 1 8 34^1^0X^1,^ ESI/MSf-^ioiOtflttg© 

4 2 £ <b fefc 0 

^ 42 









ESI/MS m 
/e 


4X4 (mg) 


W (%) 


1835 


2143 


C25 H29 F2 N5 05 


518.3 


4.8 


45 


1836 


2147 


C25 H31 F2 N5 04 


504.3 


3.0 


23 


1837 


2154 


C26 H32 F3 N5 04 


536.4 


4.1 


66 


1838 


2155 


C25 H30 F3 N5 04 


522.3 


5.5 


71 


1839 


2156 


C26 H30 F3 N5 05 


550.3 


7.0 


78 



15 [^Ji^Jl 8 4 0] 4- [ [N — (2-7^7-4, b -"Jy J^n^^/y{ ;u 
) £2i2kJ Z^Z2L£±3 ZLLZ ( 3 ~> f /^7 ^ 7 - 4 - 1: Kn 
) (fc£-#)#-f-2 16 0) (P^fifc 

4- [ [N- (2- ( t e r t -^F^*;l/#=^7 5/ ) -4, 5-v^/U 
*n^^^yw) T5 7^^/u] -1- (3-75;-4-tKn^-> 

20 ) ^y>?y (2 0. 4mg, 0.0 3 7mmo 1 ) , 3 7%HCHO»» (3. 
Omg, 0. 037mmol) , ft® (0. IraL) , feiW^y- A- (1. 3 
mL) ©j&gMWC, NaBHjCN (7. Omg) <r>*9J—fl, (0. 2mL) 
£J)Dx, 6 Ot;T'-f!fejf#Lfc 0 ^BlcftSPU Va r i a n™ SCX*7AI^ 
ffiU y*/-/U (5mLX2) T'^LfCo £>*^£2M NH 3 <Dt? /-,U ( 

25 8m L) &#rej8ttJU »«-T5^t^J:fJ 4- [ [N— (2 - t e r t-7h* 
•^y^yU7? / ) -4, 5 - i/7;U^-D^ivy^/U) ^*y^U] T $ 7 ;>< 5vU 
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3 4 5 

] -l- (3-^f/U7?y-4-t Kodp^^^/u) br^y^Sr#fc. 

±ET'#/c4- [ [N- (2-ter t - 7 h =yUT 5 / ) -4, 5 

-v^M-n^O-y^U) yy^/U] 7^>f/>] -1- ( 3 - y ^/UT $ y - 
4-tKn+->"<y^) b>?y i?ls<f>*9J — )\s (1. OmL) 4M 
5 HC 1 Wtty-is (1. OmL) ^?rJPx. N ^ST'3^fFBWlf Lfc 0 ^SS^, 

/—A' (lmL) fcfcfllU Varian™ SCX*7AtMU > 
^y-;U (5mLX2) TifefrU 2M NH 3 ©^/-^ (8mL) ^T'^ffl 
tfCc »J8& »&TLC (SiOj) KiOIIWRU 4- [ [N- (2-7?/- 

4, 5 -*?yflsjta'<>*S4jt,) yy-yju) rsy^T-yu] -i - (3-y-fvur 

10 $/-4-t Kn^r^y^) bVy-^y Ut£V>)&^2 160) £#fc (3. 
4g, 2 0%) , ifsfigfiRPLC/MStCT^fefc (96%) , ESI /MS m 
/e 4 6 2, 4 (M + + H, C 2 3 H 2 9 F 2 N s O 3 ) 

mmmi 84i-i84 4] 

15 S 2 6 i: 1 8 4 OCO^Std^oT-g-fijctfCo E S I /M*S $ *3 <t XFJk&TM<D 
itXft*3iO ? l|X*^4 3 

|g 43 









ESI/MS m 
/e 


iRS (mg) 


45^ (ft) 


1841 


2159 


C24 H31 F2 N5 03 


476.3 


7.6 


48 


1842 m 


2161 


C23 H28 CI F2 N5 02 


480.3 


7.3 


45 | 


1843 


2162 


C25 H32 F3 N5 03 


508.4 


6.0 


24 


1844 


2163 


C24 H30 F3 N5 03 


494.3 


4.3 


15 



20 [HJ£#I 1 8 4 5] 4- [ [N— (2-T$y-4, 5 - 

) ypvvi/i r^y^fvw] -l- (^y/ [c] 77if>-5 — r^) 

V jj^m±2 13 0) <D£fi)c 

4- [ [N— (2- (t e r t h^^^T? /) -4, 5-v^/U 
tJ-d^O-Z^/U) yy >/U] 75;/f;V] t^y-^V (0. 0 5 0mmol) % 

25 5- (yn^gvw) ^yy [ c ] 7?fy (o. 7 5mD , (tf^yvVy^ 

yU) /Ky 7fl/y (2. 6-2. 8mmol/g, 60rag, 0. 15 mm o 1 ) 




WO 00/69432 



PCT/JP00/03203 



3 4 6 



, tfj—fr (0. 2mL) , T-teY—WlV (1. OmL) N do ±1*^ n 
A (0. 5 OmL) (Dfe-a-VlZ 5 0 °CT— Lfc, M*-C.»*PU Var i 
an™ SCX*7AtMU **/->V (5mLX2) "CiJfe^Lfc. *fiKtt*2 
M NH 3 ©^^y-yW (5mL) jgjRTSWL, «M§Lfc. 8St^n*^ ( 
5 1. 5mL) t7i-;Ky->7^h (0. 0 7 5mL) &flO;i, liEflffl 
«#U Var i a n™ SCX*7AtMU *9 /—fr (5mLX 2) T^jf- 
Lfc 0 4«2M NH 3 0^/-;U (5mL) jfiStjftHU S^Lfc 0 2S£ 
Sry^y— (lmL) {C^fL, 4M HC 1 ©^^-^fi^-V (0. 50mL) g 

m&Mx., gm.-Q-mtwL* -mffiLtz, v a r i a 

10 n™ SCX*7ACMU ^^;^ (5mLX2) TifcrfL, 2M NH 3 © 
*9/—>V (5mL) ^-C^ffiLfc 0 fettle ^tTLC (Si0 2 , B*gfcc?vP 
/>*/-^=5 : 1) KZVmmL, 4- [ [N- (2-T5/-4. 5-^7 
/vio^yv'^yu) yy*y)V\ 7^y^3vi/J -l- [ c ] 77f>-5 

— f/I/J t°^Vi/> (^#^2 13 0) %ntz (3. 6m 6l 16%) . «ft 

15 liRPLC/MSI:tt*fe (8 7%) . ESI /MS m/e 4 5 9. 3 (M + 
+ H, C 22 H 24 F 2 N 6 0 3 ) 

l-mm&ll 8 4 6] 4- E [N- (2-7S/-4, 5-v>7^P^y/-f;P 
) T^/^f-yu] - l - (3, 5 -i^y^/u^ yfr-y-y'-vw- 4 

) g^j) y?^ (jbj^ggj 13 1) OD^g 

20 aEEflXbS-tt 4 - [ [n— (2-r$y-4, s-v^/i^D^o-y^/b) y*y 
t 5 y > fvu] - 1 - ( 3 , 5 - y 4 ->r no tr^ 
y v^v wk^«##2 131) 8 

4 50m«ot^Lfe, 3. 8mg, 1 8 %W ; E S I /M S m/e 
4 3 6. 2 (M + + H s C 21 H 27 F 2 N 5 0 3 ) 
25 \M%&\ 1 8 4 7] 4- [ [N— ( 2 -7 5 / - 5 - g a P^yyWA-) /yy 
Tgyy^vK) -1- [4 - h y 7^D^^f-^-) ^^V_2> 
(ik&VQtt 16 16) C9 ■□'fife 
4- [ [N— (2-7? ?VW1 7^^f;U] 
f^yv'V (16. 2mg, 0. O50mmol) , 4- ( h y 7/^P^f;l/f 
30 2}") ^y-vvl^ n y K (20. 3m 0. 07 5mmo 1 ) s T± h =■ h 9 ( 
1. OmL) % do J; ^ p o^/WA (0. 5 OmL) <DWL&%0% 6 OVX* 1 5 B#P(fj 
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3 4 7 

»#Lfc 0 <$iQ'&. V a r i a n™ SCX*7A|lMU *9 (1 5mL 

) VfaftLlto j^«$:2M NH,W^;-/U (5mL) »«T?»UtL, ttRH" 
Sr<b(rj:i5 4- [ [N — (2-T5/-5-^oD^v/^yu) ^y^/u] 7 5 
/^fvkl -1- [4- (h!J7;^D^f;Uft) txi)^y 
5 tt#tl6 16) £#/c (2 1. 9mg, 8 5%) 0 MSfiR P L C/M S tdTJfc 
fcfc (9 6%) .ESI/MS m/e 5 4 5. 2 (M + + H, C 2 3 H 2 6 C 1 F 3 
N 4 0 2 S) 
mMffl 1848-1868] 

10 4 7©^jfefcftoT^-B!EUfc, £«S-C*)tbrf, »6.TLCfc±ot»»U BW« 
&#/c 0 ES I/MS7*— ^*5itf*J*ie©i|Rfl:feJ:lMJI*S:*4 4fc.$ifcfc 

o 

i 

^ 44 









ESI /MS m/e 


J&S (mg) 


JR* (%) 


1848 


1617 


C23 H26 Br F3 N4 02 S 


559.0 


21.0 


75 


1849 


1777 


C23 H25 C12 F3 N4 02 


517.0 


16.3 


63.0 


1850 


1778 


C24 H29 F3 N4 02 


463.2 


9.5 


41.1 


1851 


1779 


C24 H27 F3 N4 04 


493.2 


12.7 


51.6 


1852 


1780 


C23 H26 Br F3 N4 02 


527.0 


16.4 


62.2 


1853 


1781 


C23 H27 F3 N4 03 


4 65.2 


10.0 


28.7 


1854 


1782 


C25 H29 F3 N4 02 


475.2 


12.2 


34.3 


1855 


1783 


C24 H26 F3 N5 02 


474.2 


17.2 


48.4 


1856 


1784 


C23 H27 F3 N4 02 


449.2 


11.3 


33. 6 


1857 


1788 


C25 H31 F3 N4 02 


477.2 


10.0 


42.0 


1858 


1789 


C24 H29 F3 N4 03 


479.2 


10.0 


27.9 J 


1859 


1792 


C24 H30 F2 N4 02 


445.2 


5.9 


26.5 


1860 


1793 


C22 H24 C12 F2 N4 02 


485.2 


9.2 


37.9 


1861 


1794 


C23 H28 F2 N4 02 


431.2 


5.7 


26.5 


1862 


1795 


C23 H26 F2 N4 04 


461.2 


6.0 


26.1 


1863 


1796 


C22 H25 Br F2 N4 02 


497.0 


10.5 


42.4 


1864 


1797 


C22 H26 F2 N4 03 


433.2 


3.5 


16.2 


1865 


1798 


C23 H28 F2 N4 03 


447.2 


5.6 


25.1 


1866 


1799 


C24 H28 F2 N4 02 


443.2 


5.5 


24.9 
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PCT/JPOO/03203 



1867 


1800 


C23 H25 F2 N5 


02 




442.2 


9.4 


42.6 


1868 


1801 


C22 H26 F2 N4 


02 




417.2 


6.5 


31.2 


mm® 


Jl 8 6 9] 


4- [ [N- 


(2 


-T 


57-5- 





HMfrfrl 9 10) Q-g-fiE 
5 4 - [ [N— (2 - t e r t h ^r^^^/UT ^ / ) -5 - h ]) yjV^a 
*Y*i/^s^4 >V) ^JJv^U] T%;*=J-)V\ tvyi?y (o. 0 5 0mmol 
) , K (0. 0 6 0mmol) , fc°^!J vV ^fyl^y 

(60mg) , T-feh^h!)^ (0. 8mL) % *3 £Xf? n n^/l/A (0 
. 5m L) 6 0°CT'l 2^jf#Ui 0 &£PI&, Varian™ SCX 

10 ;fr9i»lC*flrU 5 0%^nn*;l-V^/-/l' (lOmL) teit)!^/-^ 
(lOmL) -Cgfe^L^. £j&#)£2M NH,©^;-;U (5mL) i&fgTigm 
U 2g*iL7i 0 ^$fC4M HCIOl, 4-i?**y-> (2mL) ^^JDx, 

MMT'-Bfeti^u^ 0 mmm. ftmLcickvmmL, a- [ [n- (2-7-5 

/-5- h y 7;^o> hz-y^yy^^) ?v~yM 7?;^^] -1- (4 

15 -^u^^i/su) t^y^> (^^#^-19 10) (6. 5mg, 24 

%) 0 «f4RPLC/MS(CT*^fc (9 6%) 0 ESI/MS m/e 5 4 
5 (M + + H, C 23 H 26 B r F 3 N 4 0 3 ) 
[MMmi 8 7 0- 1 8 7 3] 

20 8 6 9©»t^UlLfc 0 ES I/MSr-^ioiVMlgtDIIStl^it; 
|R^&*4 5(dS<!:fefc 0 

* 45 









ESI/MS m/e 


J&S (mg) 


(%) 


1870 


.1911 


C23 H25 C12 F3 N4 03 


533 


10.6 


. 39.7 


1871 


1912 


C23 H27 F3 N4 04 


481 


12.5 


52.0 


1872 


1913 


C25 H31 F3 N4 03 


493 


7.5 


30.5 


1873 


1914 


C24 H29 F3 N4 03 


479 


11.0 


46.0 



25 [HJfetftJl 8 7 4] 4- [ [N- (2-7^-5 - F !J 7/^P^f;^y/ 
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Ws)V\ T^yy^vK) - l- (^X [d] A ^/-^-5-^) 
b°^y {\\L^m%%2 18 6) <P£fifc 

4— [[N— (2— (tert -:/ b *^#/Utf'=/iyr $ y ) - 5- b V 7 7M" 
D^f;L"<y , /^/l') j/Uv'/W] T5;^f;l'] \?*<9i/y (0. 0 6 0mmol 

5 ), 1- (tert-7 i K'^Vfc/l') -6- (^P^^f/V) [d] 
(1 5. 6mg, 0. 050mmolK ( V v 5 / * ^vl") ^ U 
X3-V>y (8 6mg, 0. 1 5mmo 1 ) , fciO^T-fe b V (2mL) (DM 
&®$:5 0tX°3m$MWLtz o MK&ifl^ 7i^yyj^-h (3 0m 
g) mUX*imr$®Wl^ Var ian™ SCX^yAtcJMSfU y^y 

10 -yW (5mL) i^QP^A (5mL) X°mftLtz 0 4tt^2M NH 3 ©^^ 

(5mL) mmx-moiL, msLtz. 

#e>tU7t^5r^^/-/U (lmL) iZ®ML, 4M HCl<^^^f-V (1 
mL) JgfcSrAP*., M-C-lft«^Ufc e Va r i an™ SCX*7AtMU 
y^y-/U (5mL) ^i^Bn^yf^Lfe. 4«2M NH 3 ©y 
15 ^y-y^?S-C^ffiU ^*§L7c 0 MTLC (SiO;, iixf;V/^;?/^ 
= 3 : 1) id <fc «9 4 — [ [N — (2-75 y-5- b y 7/l^py fvW^yV/U 

) ^y^u] r^y/f^] - l- Hyx [a] 4 

1 8 6) £#7t (1. 9mg, 7. 8%) 0 MllRPLC 
/MSlCTsfc&fc (1 0 0%) „ ESI/MS m/e 4 8 9. 4 (M + + H. C 
20 24 H 27 F 3 N 6 0 2 ) 

1 8 7 5] 4- [ [N— (2-T^y-4, 5 - ^A^p^O- W/U 

) y'y^yi/i 7-;/yf^] -l- [ c ] ^ y ^ T y^ /U - 5 _^^) b ° 

{^mm%2 18 4) O-^fife 

5- (t Kn^yyf;!,) ^y/ [c] ^7-^7/-* (8. 3mg, 0. 0 5 
25 Ommol) > ( !) V s y y ytfU*^!^ (8 6mg) , joitfynn* 

(lmL) (T^^Cl, ji # is^/Uft-zl-t a \) K (0. 00 4 2mL) SrAD 
' *.s r©^-e-^)^^?£T'l . 5B#TO#tfc 0 T^h=-bO^ (lmL) <b4- [ 
[ (N— (2- (ter t -7'f /Utf-sUT 5 / ) -4, 5 -v^M-a^ 

y/j/u) ?})-y;u] r$yy^yw] t^y^^^jpx., itf>ras2g-a-#j&5 0°C 

30 -e3^PpWJf Lfc 0 IfiCi^, (3 0mg) £Adx, 

Sfit'lP$WU Va r i an™ S C X * y AtC^^f U y^y-/U (5mL 



WO 00/69432 PCT/JP00/03203 

3 5 0 

) *5ctr>*^on^;UA (5mL) X*$clfrLtz 0 £$tl£2M NHjOy^y-A- ( 
3mL) MWiXmL, mmLfr 0 '&btltzmtS*i>?vv**> (lmL) fc» 
fi¥U lM^naH)>fy->7yj3 < J;OtlM7x/-;W^nn^^y (lm 
L) mWiZtoXtc £&X*5mfflffiW&. Va r i an™ SCX*7A|;MU 
5 y ^y-^&il^y nny*^-?ft#Lfc: 0 £j£#)§r2M NH 3 0^^y^| 
«f^Lf; 0 ^iTLC (S i0 2 , /-/V=Z : 1) (Cfc^m 

ML, 4- [ [N- (2-T5/-4, 5 - v^/l^D-^y-yV^) /Uv'/V] 7 
-1- ('O'y* [c] f7v , 7 > /-yi'-5-'f^) fc^y^ ({b-g 
#1^2 18 4) £#/c (1. 3mg. 5. 5%) 0 MliRPLC/MSttt 
10 (100%) 0 ES I/MS m/e 4 7 5. 2 (M + + H, C 22 H 24 F 2 N 

6 o 2 S) 

[HJfe0iJ 1 8 7 6] 4- C [N- (2-7^y-5-F!)7;^D^f/^y/ 
T^Jt^-tV] -1- (^<>y [c] f7^7/-;W-5-^^ 
) cv^-^y (fe^#^-2 18 5) 
15 4- [ [N— (2 -75 /- 5- MJ 7^0^^^/^^) T 

^yyfvki -l - Hyv [c] f7^7^-;v-5-/f/i/) f^y^ Mn-g- 

fc#-£2 18 5) JffJS-t-SIS^JSitfRjiSSJSrffl^TllJliWl 8 7 5 Affile 
fot^ L7t 0 7 . 2mg, 2 8 ; E S I /M S m/ e 5 0 7 . 4 ( 

M+ + H, C 23 H 2S F 3 N 6 0 2 S) 
20 [Mmm 1 8 7 7] 4- [ [N— (2-75y-5-F97/^P^f/^>'/ 

■OH y*y^] r^/^f/v] - l- (2-7-;y-4-^np^y^) b°-< 

!) i£> (jb^#±l 9 19) <D&J& 

4- [ [N— ( 2 - 7 ? ; - 5 - F!i 7/l-tD ^ f ;^y>/-f ^) ^yvvUO T 
$yy^] f^sy^y (0. 0 50mmo I ) , 4-^PB-2-=hB^ 

25 /^d|) K (0. 0 50mmol) v fc^^^/^;^Mf L/y (60mg) 
, T±h=-Y!);1s (1. OraL) » *3ctt>*y cajfr^A (0. 7mL) ©iR-frfc* 
5 0°CX°-®.mWVtz o JfriPfjL Var i an™ SCX^7^I:MU yon* 
>UJ»/*# (lOmL) (lOmL) T?fti^Lfc. 

£2M NH 3 Oy^y-/V (5mL) U jt^Lfc 0 #b*lfc2£${Ci 

30 9/— 1\> (3mL) t 1 0 %/^7 ^<7 jJ?> (15mg) ^rAPx, iS^lfcS:* 
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3 5 1 

, 4- [ [N— (2-7$/-5-M)7^D^f;l//<>'/^;U) PVi/jV] 7 
5;^f^] -1- (2-7?/-4-^no/<^) (ik&b&^r 
1919) (5. lm g> 14%), «£ttRPLC/MSfc-Oft*fc. (9 

0%) , ; J H NMR (40 0MHz , CDC 1 3 ) 6 1. 09-1. 32 (m, 4H), 1.4 
5 1-1. 59 (m, 1H), 1.66(d, J= 12. 5 Hz, 2H), 1.88(t, J= 11.5 Hz, 2H), 2.82(d, 

J = 11. 5 Hz, 2H), 3. 17(t. J = 6.5 Hz, 2H), 3.42(s, 2H), 4.05(d, J = 3. 5 Hz, 
2H), 4.85(br s, 1H), 5.92(brs, 2H), 6. 25-6. 36 (m, 1H), 6. 55-6. 66 (m. 1H), 6 

.70(d, J = 8.5 Hz, 1H), 6.85(d, J = 8. 5 Hz, 1H), 7.26(s, 1H), 7.42(d, J = 8 

.5Hz, 1H), 7.68(s, 1H);ESI/MS m/e 4 9 8. 2 (M + + H v C 23 H 
10 27 C1F,N 5 0 2 ) 

[Hffi#U 878-187 9] 

1 8 7 7 <D%m\CftoX&l£Ltz 0 ES l/MSf**-^*5«tt/*|*XS©lR*d3j: 
15 $ 46 









ESI /MS m/e 


*S (mg) 




1878 


1920 


C22 H26 CI F2 N5 02 


466.2 


3.5 


10.0 


1879 


1922 


C23 H27 CI F3 N5 03 


514.2 


1.2 


3.1 


mmwi 8 so] 


4- [ [N— (2-7 





^'!)>vKl T%J^^)V\ -1- (^X [d] 
20 f^!J £V (^^#-^-2 18 8) tD^Jc 

^J&0U 8 2 6CO^-fe^o-C^L7t 1 - (3-75/-4-t Kndfix-<> 
vvU) -4- [ [N — (2 - (ter t - 7* h /Utf^jUT % / ) - 5 - hV 
7;>tn^ ^yWOyVA-) Ws>V\ T$//fvW] t'^U^y (3 4. 8mg 
, 0. 0 6 0mmo 1) WTHF (2m L) in\> b U ^fvU (0. 

25 0 3 3mL, 3. 3^1) fcWf^v'^^Ap-h/Hy^l/^-h ( 2 m g 

, o. 4 as) js*t, -sfem#L/c 0 m^x^mm. fe&Vizmffi u 

fc„ »3£*rBI**?7M£i8l?U BondElut™ Si* 7 Al^^f U 



WO 00/69432 PCT/JP00/03203 
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nbhtcm&zmm^^ a. 5mu i^mmv, 4m hc i »^^ty 

®m (0. 5m L) fcAD^/c. mB.X*-mMWLtz'&, 5M NaOH7M£ftT*p 

Hiocusu M^f-^T-ffimtfc. mmmzmmi^ mtlc (s io 2 , 

^^^/^ < 5?/-yU=4 : 1) X-mULX4- [ [N— (2-7$/-5-h 
5 P7^tn^My^^f;v) 75/^fvkl -l - KyX [d] * 

*-y-/-^-5-^) fc^y^ Wfc£tl#^2 1 8 8) fcffcfc'U. 6m g, 
5%) . m&l-&RPLC/MSiCX*£>tz (94%) . ESI/MS m/e 4 
90. 3 (M + + H, C 24 H 26 F 3 N 5 0 3 ) 

18 8 1] 4- [ [N- (2-75 7-4, 
10 ) Wy/V\ T577?vK) -1- (2-^7-2, 3-^tKo-l, 3-^< 
^X^M^/~/U-5-^yU) (fc^gf2 19Q) 

1- (3-75/-4-t Ko^r-y) -4- [ [N- (2 - (tert-^h^ 
l/jj /\si£=.)VT % 7) -4, 5— S^/l^n^^-Ou) ^y^u] 7?/^f/U 
] tf^y v^V (2 2m g, 0. 0 4 Ommo 1 ) , N a HCO s (0. 0 4 Omm o 
15 1) , ;K (0. 7mL) \ fc^O^*/-^ (1 . ' 5mL) ©jftg-fcHC, ^nn| 
(0. 040mL) SfiT' 3 R#PhW£ Lfc 0 1M NaOH| 

ft (0. 0 4 0mL) fcAOX, £<bf-l. 5B#W»*PU/t.« % |»s^T?ft|iJL 
, ttttift&WSLfc. m&Z*#/-MmM U Va r i an™ SCX#5At 
^ffiU 7-^7 — /U (5mLX2) Tfi5fe}^Lfc 0 M«I^2M NH 3 CD7*7— A- 
20 (5mL) igftT?»tfJU »«Lfc. ^feilfca^t-, 1M ?PBH)^/Wy 
7s/-;W^QD^y (2mL) ^ft^AD^fe 0 SfiT 2 B#Hfl 

»#u Bjggu n&&*fi/-Mmmu v a r i an ™ scx*7^i:m 

U (5mLX2) -Cifcj^Lfco t*l^2M N H 3 © 7- * 7 -A- (5 

mL) *»"Ci&fflU 8*8 Ut„ ^TLC (S i0 2 , «xW^y'^;V= 
25 5 : 2) tiUttUU 4- [ [N- (2-757-4, 5-v?7^D^y^ 
/IT) 7*y i/yt/J 75 / 7f^] - 1 - (2-^*7-2, 3-7tKo-l, 3- 

^y/^t/-;u-5-^^) t^y-y> (fls^4fc»*2 1 9 0) (4. 1 

mg, 2 2%) o ftgliRPLC/MStttfefc (10 0%) ; ESI /MS 
m/e 4 7 4. 2 (M+ + H, C 23 H 25 F 2 N 5 0 4 ) 
30 [H1M1 8 8 2- 1 8 84] 
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18 8 l©*ftl^ot^Lfc Mb^«J##2 1 9 2 t 2 1 9 3WMl;ii, * 
no!g|S!f73:=^©ftt>9U:^opf-*jiK7 3;=yi'S:fflv^) 0 ESI/MSf 

3? 47 

5 









ESI /MS m/e 


ifcfi (mg) 


(%) 


1882 


2191 


C24 H26 F3 N5 04 


506.3 


3.1 


10 


1883 


2192 


C23 H25 F2 N5 03 S 


490.2 


6.9 


35 


1884 


2193 


C24 H26 F3 N5 03 S 


522.2 


3.6 


11 



[###J 3 6 ] 4- [ [N— (1- (9-yA'*l'=./U/ h*is%A'tf=-/l') t° 

10 1- (9 -yVM-lxrvl^ hdri/^A^-A-) -4- (/y^7?/^f;U) 
t^yv'y t&fttt ( 1 Ommo 1 ) ©DMF (6 5mL) BM (0. 3 

mL) , h^T-lr hdf-v-Tk^k^^^hy (1. 9 2g) , *5<fctf4-*A- 
5A"-3- (y -Ttfy^f-UV (lmmo 

2 0 0 g) SrfiQx., 2B£Mi6£5U ttifiLfc 0 ttHfi&y*y— >K DMF, S?* 
15 DD^y, fciff, ^/-/u-eSfcifU SlLTSW©»#fc„ 

[HSflU 1885-2000] 4-7;/^ fvHf'* U v^^OBte-g-fifc 
HSt5A/^yi (1. 6mmol) , HBTU (1. 6mmol) % 
DMF (6mL) ©S^ttt *M y 7°d tf/U^/UT $ ^ (3. 6 mm o 1 ) £JJ0 
2#|HM6i:5 Lfc. 4- [ [N— (1- (9-7;^l/-Wh*^/jf- 
20 yU) t°^y v^-4 --i/V^^-iV) ^W^-f^y^vkl T%J*=f->V~\ -3-y 
F^xxnafW^-^D^fl/y (0, 4mmol) SrADx, 

#f>*lfcl»/ll (0. 0 5mmol) fc, NaBH (OAc) 3 (0. 2 5mmol 
) % BE& (0. 0 2 5mmo 1) , *5±tfDMF©«a^4fcSr*D^., $ bf-ffiS^S 
25 T/Uxfc K (2. 5mmo 1) $r*D;i-C 2«£lilMg£ ttii U y*/-/K 1 
y/D b>xf ;l^7 5 y©DMF§i, DMF, v^nny^v, *3j;t>* 
y^/— /Ult^Lfc. ^O^ffliirTK (0. 0 5 0mL) % *3 J;l>* h y 
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BW (0. 9 5mL) (Dfe&toZltifWmt 0 U ttSU »^dd^^ 
<t^^y-^T*Sfej^L/c: 0 ««Ei:ftaiS:*i«>T, jft«Lfc. H^Vari an T 
M SCX#9.Mj:*ffiU *9S—fr> (15mL) \ZX'fafrLtz 0 £j&#)£2M 
NH,©^/^ (5mL) m&\ZX®tiiV, ig*£Lfc„ «-C*>*Ltf, MTL 
5 C^fcttHPLCfciOfjSKU Btftf&£#fc. ESI/MSf^, 38 J: 

3? 48 









ESI/MS m/e 


IRS (mg) 


(%) 


1885 


1923 


C23 H25 Br F3 N3 02 S 


544 


15.7 


87 


1886 


1924 


C24 H28 F3 N3 03 S 


496 


14.6 


89 


1887 


1925 


C23 H25 F4 N3 02 S 


484 


11.7 


73 


1888 


1926 


C23 H24 F5 N3 02 S 


| 502 


13.9 


84 


1889 


1927 


C23 H26 F3 N3 03 S 


4 82 


10.7 


67 


1890 


1928 


C24 H26 F3 N3 04 S 


510 


14.3 


85 


1891 


1929 


C26 H30 F3 N3 02 S 


506 


14.7 


88 


1892 


1930 


C24 H28 F3 N3 02 S2 


512 


14.4 


85 


1893 


1931 


C25 H30 F3 N3 02 S 


494 


14.3 


88 


1894 


1932 


C25 H28 F3 N3 03 S 


509 


7.1* 


35 


1895 


1933 


C25 H30 F3 N3 02 S 


494 


14.3 


88 


1896 


1934 


C26 H32 F3 N3 02 S 


509 


14.4 


86 


1897 


1935 


C23 H25 F3 N4 04 S 


511 


14.9 


88 


1898 


1936 


C24 H28 F3 N3 02 S 


480 


13.3 


84 


1899 


1937 


C26 H32 F3 N3 02 S 


509 


11.1 


66 


1900 


1938 


C23 H27 Br2 N3 02 


538 


5.3* 


25 


1901 


1939 


C24 H30 Br N3 03 


488 


5.0* 


25 


1902 


1940 


C23 H27 Br F N3 02 


476 


4.9* 


25 


1903 


1941 


C23 H26 Br F2 N3 02 


494 


6.1* 


30 


1904 


1942 


C23 H28 Br N3 03 


474 


1.7* 


9 


1905 


1943 


C24 H28 Br N3 04 


502 


6.6* 


32 


1906 


1944 


C26 H32 Br N3 02 


498 


7.0* 


35 


1907 


1945 


C24 H30 Br N3 02 S 


504 


11.1 


67 


1908 


1946 


C25 H32 Br N3 02 


488 


3.2* 


16 


1909 


1947 


C25 H30 Br N3 03 


500 


5.7 


35 


1910 


1948 


C25 H32 Br N3 02 


486 


4.9* 


25 


1911 


1949 


C26 H34 Br N3 02 


500 


6.7* 


33 
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1912 


1950 


C23 H27 Br N4 04 


503 


5.0* 


25 


1913 


1951 


C24 H30 Br N3 02 


472 


5.1* 


26 


1914 


1952 


C22 H24 Br2 F N3 02 


542 


14.9 


83 


1915 


1953 


C23 H27 Br F N3 03 


492 


13.9 


86 


1916 


1954 


C22 H24 Br F2 N3 02 


480 


12.5 


79 


1917 


1955 


C22 H23 Br F3 N3 02 


498 


13.2 


80 


1918 


1956 


C22 H25 Br F N3 03 


478 


7.0 


44 


1919 


1957 


C23 H25 Br F N3 04 


506 


4.0* 


20 


1920 


1958 


C25 H29 Br F N3 02 


502 


14.6 


88 


1921 


1959 


C23 H27 Br F N3 02 S 


508 


13.1 


78 


1922 


1960 


C24 H29 Br F N3 02 


490 


13.8 


85 


1923 


1961 


C24 H27 Br F N3 03 


504 


2.7* 


13 


1924 


1962 


C24 H29 Br F N3 02 


490 


12.7 


78 


1925 


1963 


C25 H31 Br F N3 02 


504 


13.5 


81 


1926 


1964 


C22 H24 Br F N4 04 


507 


14.8 


88 


1927 


1965 


C23 H27 Br F N3 02 


476 


12.1 


77 


1928 


1966 


C25 H31 Br F N3 02 


504 


13.4 


80 


1929 


1967 


C22 H26 Br F N4 02 


| 477 


4.7* 


20 


1930 


1968 


C23 H29 F N4 03 


429 


6.9* 


32 


1931 


1969 


C22 H27 F N4 03 


415 


3.7* 


17 


1932 


1970 


C23 H27 F N4 04 


443 


5.4* 


24 


1933 


1971 


C25 H31 F N4 02 


439 


4.3* 


20 


1934 


1972 


C23 H29 F N4 02 S 


445 


6.2* 


28 


1935 


1973 


C24 H31 F N4 02 


427 


6.3* 


29 


1936 


1974 


C24 H31 F N4 02 


427 


4.9* 


23 


1937 


1975 


C22 H26 F N5 04 


444 


5.9* 


27 


1938 


1976 


C23 H29 F N4 02 


413 


6.7* 


32 


1939 


1977 


C23 H26 F N5 02 


424 


5.1* 


24 


1940 


1978 


C25 H33 F N4 02 


441 


6.3* 


29 


1941 


1979 


C25 H30 F2 N4 02 


457 


8.0* 


35 


1942 


I 1980 


C24 H28 F2 N4 03 


459 


. 6.0* 


26 


1943 


1981 


C22 H25 F2 N5 04 


4 62 


9.3* 


41 


1944 


1982 


C23 H25 F2 N5 02 


442 


6.0* 


27 


1945 


1983 


C25 H32 F2 N4 02 


459 


8.3* 


37 


1946 


1984 


C22 H26 Br I N4 02 


585 


9.7* 


36 


1947 


1985 


C23 H29 I N4 03 


537 


9.2* 


36 | 


1948 


1986 


C22 H27 I N4 03 


523 


5.8* 


23 


1949 


1987 


C23 H27 I N4 04 


551 


8.2* 


32 


1950 


1988 


C25. H31 I N4 02 


547 


6.7* 


26 
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1 QC1 

xy dx 


1 QOQ 

x y o y 


uOQ T XT /I AO C 

^<so nzy X IM *i U2 b 


R c o 

DD o 


C A -4. 

O . 4 


25 




xy y\J 


pO/ LI Q 1 T KlA AO 
\^c.H. Hoi X v*h U2 


toe 


T O -A- 
/ . 2* 


29 


1 QCO 


1 QQ1 

xy yi. 


f*0 A IlOO T M A A O 


C A ft 

D4 y 


5 . 6* 


22 




x y y^. 


A O /I UT O 1 T Mil AO 


cot 

DOD 


o . 2* 


25 


1QCC 

Xy DD 


xy yo 


COO HOfi T f^/l 

t~22 nZD X ND Oh 


ceo 
DDZ 


10.2* 


40 


xy do 


1 QQ/I 

xy y 4 


L.2o H2y X N4 U2 


521 


7 . 5* 


30 


xy d i 


xy yo 


C2o n2o X ND UZ 


coo 

532 


6, 8* 


27 


1 Q C O 

iy do 


iy yo 


A T C ttTO x "KlA AO 

CZD n^o I N4 02 


54 9 


7 . 1* 


28 


TOCO 

19 Dy 


i n oo 

lyy / 


AOC no O x >t A AO 

C2D Hjj I N4 02 


549 


3 . 0* 


12 


1960 


1998 


C22 H25 Br CI N3 02 


478 


7 . 6* 


39 j 


1961 


1999 


C23 H2o CI N3 03 


430 


7 . 0* 


39 


1962 


2000 


C22 H25 CI F N3 02 


418 


14 . 1 


102 


1963 


2001 


C22 H26 CI N3 03 


416 


6.3* 


36 


1964 


2002 


C23 H26 CI N3 04 


444 


7.1* 


39 


1965 


2003 


C25 H30 CI N3 02 


440 


15.3 


105 


1966 


2004 


C23 H28 CI N3 02 S 


446 


8.4* 


45 


1967 


2005 


C24 H30 CI N3 02 


428 


7 .4* 


41 


1968 


2006 


C24 H30 Cl N3 02 


428 


13. 8 


98 


1969 


2007 


C22 H25 Cl N4 04 


445 


16. 0 


109 


1970 


2008 


C23 H28 Cl N3 02 


414 


14.1 


103 


1971 


2009 


C23 H25 Cl N4 02 


425 


14 .8 


106 


1972 


* "2010 


C25 H32 Cl N3 02 


442 


14.5 


99 


1973 


2011 


C25 H32 Cl N3 02 


442 


14.5 


99 


1974 


2012 


C22 H24 Br2 Cl N3 02 


558 


12.8* 


58 


1975 


2013 


C23 H27 Br Cl N3 03 


508 


8.6* 


42 


1976 


2014 


C22 H25 Br Cl N3 03 


494 


6.0* 


30 


1977 


2015 


C23 H25 Br Cl N3 04 


522 


8.4* 


40 


1978 


2016 


C25 H29 Br Cl N3 02 


518 


17.6 


103 


1979 


2017 


C23 H27 Br Cl N3 02 S 


524 


17 . 1 


99 


1980 


2018 


C24 H29 Br Cl N3 02 


506 


14 . 7 


88 


1981 


2019 


C24 H27 Br Cl N3 03 


520 


8 . 0* 


38 


1982 


2020 


C24 H29 Br Cl N3 02 


506 


14 .7 


88 


1983 


2021 


C22 H24 Br Cl N4 04 


523 


12.0* 


57 




9 fi99 


poq won n*- ri mo ao 


A QO 

4 yz 


o . O 


A O 

42 


1985 


2023 


C23 H24 Br Cl N4 02 


503 


6.3* 


31 


1986 


2024 


C25 H31 Br Cl N3 02 


520 


9.6* 


46 


1987 


2025 


C25 H31 Br Cl N3 02 


520 


15.0 


87 


1988 


2026 


C22 H23 Br Cl F2 N3 02 


514 


15.8 


93 


1989 


2027 


C22 H26 Br2 N4 02 


537 


10.7* 


42 
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1990 


2028 


C23 H29 Br N4 03 


489 


8.5* 


36 


1991 


2029 


C22 H27 Br N4 03 


475 


7.5* 


32 


1992 


2030 


C23 H27 Br N4 04 


503 


6.8* 


28 


1993 


2031 


C25 H31 Br N4 02 


499 


6.2* 


26 


1994 


2032 


C24 H29 Br N4 03 


501 


8.9* 


37 


1995 


2033 


C24 H31 Br N4 02 


487 


9.1* 


39 


1996 


2034 


C22 H26 Br N5 04 


504 


6.4* 


26 


1997 


2035 


C23 H29 Br N4 02 


473 


6.5* 


28 


1998 


2036 


C23 H26 Br N5 02 


484 


6.3* 


27 


1999 


. 2037 


C25 H33 Br N4 02 


501 


5.4* 


22 


2000 


2038 


C22 H25 Br F2 N4 02 


495 


5.4* 


23 



[JOfetfiJ 2 0 0 1] 1- (3-#/W^^A^<^^) -4- [ [N — (3-h 

5 ^9 2 4) (D&ffc 

EDCI (10. 7mg) , -1-fc KD^r^y/ M)7/- /U • 7kfnt&) (7. 
5mg) , h'J^J^T^y (15. 4rag) , 0. 5M NH 3 (D^^^-^>^M 
(0. lmL N 0. 05mmo 1) , :fcJ:tfDMF (0. 5 m L) 1- (3- 
ii;l'#^v"<y/'f/l') -4- [ [N — {Z-Y^y >V^-X3 ^.=f->v) ^y^/y( )V) 
10 /Uv'/l'] 7?/^^] f^ljv'y (19. 4rag, 0. 041mmol) 

uafc/lsJ±mm (2. 5mL) CO^lCflDx., 2 5 °CT* 2 0 B#Hfl^ t 3 U 2M 
NaOH*^ (2 x 2mL) tiaWk (lmL) KTgfcfrL/Co PTFEg7 
^*-K:J:5a§fj§&, ^^ffiT^^St, 1- ( 3 —hfr^^/^vVjv 
) -4- [ [N— (3-h!)7;i/tn^f/u) ^Ov^ A-) /y-z/U] 7?/^f 
15 /U] tV!lv?y (^«ft#9 2 4) £3t6fi<£Hf#<!: Ltifc (17. 9mg, 
9 2%) o M^fiR P LC/MSKlT##>fc (8 9%) 0 ES I /MS m/ e 
4 4 7. 3 (M + + H, C 24 H 27 F 3 N 4 0 3 ) 

l^MM 2 0 0 2] 1- (4-;ft /l^OvvU) -4- [ [N— (3-h 

iJ7/ua-a^e?vw) ^v-/^r;u) ^y^] r^yy^] f^y^ {\\L^mm 

20 -^-9 2 5) 

lb-8^#-5§-9 2 m-rsm4*JJ:U ? K^J^fflv^^JS^J2 0 0 1©*S 
KftoT^J&L/io 14. 2m gl 72%, MiffiR P L C/M S tJ:T*»fc ( 8 



WO 00/69432 PCT/JP00/03203 

3 5 8 

6 %) o ESI /MS m/e 4 4 7 (M + + H, C 2 4 H 2 7 F 3 N 4 O 3 ) 
[^SSfil 2 0 0 3] 1- (4-7 5 J^S's/V) -4- [ [N- (Z-h97A^ 

6) O-^Bfe 

5 i- (4-=fDKyv?;|,) -4- [ [N— ( 3 - MJ 7^ D ^ fvW) 

-fAO if 9*/ As] 7?y^f/V] fc'^Dv/y (2 2. 4 m g, 0. O4 7ramol 
) (3mL) SffltSr, 2 5°C(C:}o^-C 5%'*9^!7 A&5ff (10m 

g) OftteTic 1 P#|Bh l*ffi©**#H*TT?*3SfcLfc. ttttfrttiBKiJ: 9 & 
£U (5mL) T'Sfe^Lfc, Kf^^*<t»T, fcttt 5 £ <t <fc 9 > 

10 1- (4-75/^/1') -4- [ [N— (3- MJ yjV-tu^f-fV) *<V/<{ 

Ltifc (2 0. lmg, 9 6%) o MJgttR P L C/M S fCT*#>7t (9 9%) 
o ESI/MS m/e 4 4 9. 1 (M + + H, C 2 3 H 2 7 F 3 N 4 0 2 ) 
KSW2 0O4-2O0 5] 
15 5 17i:518^ Zh^httm^Zmi&XXfKfcMm^T, M 

M&I2 0 0 3 0M^ot^Lt, ES i/MSy^-^fci^iri^Xg^HXS 
fciW^i4 9{c£<t#>7c 0 

^ 49 









ESI/MS m/e 


M; (mg) 


ifc^ (%) 


2004 


517 


C23 H27 F3 N4 02 


449 


26.5 


78 


2005 


518 


C23 H27 F3 N4 02 


449 


25.3 


71 



20 

[*tt«2 0 0 6] 1- [4- (^^Af^hZlZ) "O^] -4- [ [N- 

1 9) 

EDCI (4. 7mg) , 1 - t Kn ^r^y/ h U 7/-^ • TKfnfc ( 3 . 3 
25 mg) % hyac^U7?V (2. 5mg) % *3 J: tf£&#fifc (3. Omg) 1 
- (4-757 ^y^/V) -4- [ [N- (3-MJ7;^D^f/U) -O/^/U 
) ^ y 7 5/7 "f-Ar] U v 5 ^ (10. lmg, 0. 023 mm o 1 ) <D 

■^OD^yli (2. 5m L) (CfiPx, 2 5°C-C1 6B#^S<!: 5 L7C 0 KjfciB 
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^2M N a OHfcMffli (2mLX2) tft&fc (lmL) fcTftifrL&flL 

VlfrZntZo rix£#ifcTLC (Si0 2 , 10°/o^/-V^DP^y) [c 
TfggfU 1- [4- ('O/^^T?/) ^<yv?yU] -4- [ [N— (3-M 

5 19) fc&fiOftMKflCi: LT#fc (4. 6mg v 3 6%) . MliRPLC/M 
SHT**/c (9 9%) „ ESI/MS m/e 5 5 3. 2 (M + + H, C 30 H 3 
,F 3 N 4 0 3 ) 

mmm 2007] 1- [4- (t^y ^y^^t^M - 4- c [ 

10 n— (3- (f!;7^tp^f;i-) s<i/-J4)v) e^y 

2> 1 5 7 2) D^-fife 

t°-<y^y (0. 04 8mg) , ^y/D tV^/W/Jt"^ $ K (0. 45mm 
ol) <£>DMF&f£ (0. 15mL) , 1 - t Kb * v^O^f y T V—^M\L^ 
(0. 45mmol) £>DMF^?£&\ 1- (4 -^vWt'drv'^^v^U) -4- [ 
15 [N— ' (3-fy7/^n^f;U) ^yvvl/J r?y^f/u] t°-;y 

v 5 ^ (0. 0 4 0mmo 1) ©DMF (1. OmL) igf&ldAPx., lfiT'17ffl 
lip!, Varian™ S C XjJ y MZ.fiffi U ^ n n jfr/W^/^ ^ / — 1 
: 1 (5mL) Hi-Xt* $ J (5mL) (CTSfcfr L/c 0 M?r2M NH 3 © 
(5mL) M«L> liUl - [4- (fc°-<y v?y^7/k7jf^/P 
20 ) 'O'v^u] -4- [ [N— (3- (M)7;^n^f;v) -O-yVA-) 

3 7?y^f;V] t°-<y^y Mb^ftSf 1 5 7 2) (14. 3mg, 6 6 

%) o #fc*ti:RPLC/MS{C-C*#>fc (9 9%) a ES I /MS m/e 5 4 
5 (M + + H, C 29 H 35 F 3 N 4 0 3 ) 
[HJ£0iJ 2 0 0 8 - 2 0 1 5] 

0 0 7<D^£(^oT-g-^Lfc 0 E S I /MSf-^« ±OWlg.©lfcS:}o Jrtf 

lie 50 



3«J 






ESI /MS m/e 


ftRfi (mg) 


tSM (%) 
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2008 


15 / 3 


C31 H33 F3 N4 04 


coo 

583 


1 "7 C 
1 / . O 


I O 


2009 


1574 


C31 H33 F3 N4 03 


567 


18.8 


83 


2010 


1575 


C30 H30 CI F3 N4 03 


587 


3.2 


14 


2011 


1576 


C28 H33 F3 N4 04 


547 


21.1 


97 


2012 


1577 


C26 H31 F3 N4 04 


521 


5.1 


24 | 


2013 


1578 


C31 H33 F3 N4 03 


567 


16.9 


75 


2014 


1579 


C31 H33 F3 N4 03 


567 


6.0 


26 


2015 


1580 


C29 H35 F3 N4 03 


545 


15. 1 


69 



IMMVi 2 0 16] 1- [4- (^nn^^) ^vvl/j -4- [ [N— ( 
5 1- (4-*^#= 3 rv"<^v?/l') -4- [ [N- (3-h!)7/l'tn^f;l') ^ 

>yV/H y*y->/i/j t^/^^/w] t^y^y (2 4o mg ) tm\^-*=-^ ( 
lmD ©a-frttsraa-ci 2«FW«^Lfcfi, ^omtf-^^^mmyKm 

*-f •Sr irlci 1- [4- (^nu7^;V;;W 'O'vvi'] -4- [ [N- ( 

10 #fc 0 rogHft^b«tt, -tix^±»»i-Sii:*<ffl^fc. 

2 0 17] 1- [4- [N— (2->h^r^^U) -tiJW^jflA ^ 
y-y>] -4- [ [N— (3- Q 1 jL2±±E^±±) ^<>yV;w) gJJj/yu] r 
%2J^± iiltil 6 12) g>£jft 

1 - [4 - PD*;U$yl/) 'O'vvl/] - A- [ [N — (3-MJ 7;V$-uJ. 
15 ?yW) ^O-y-f/U) ^UvvU] T?y>^VW] t>syt?y (0. 04 2mmol) 
, 2-y hdrv-mfvWS > (3. 8mg s 0. 0 5 0mmol), M**-*) *J J * 
tf-jVtfy^UV (46mg) , fcWDD^y (1. 5mL) 
gfi-Cl 7«#|$«#Lfc 0 7k (0. 0 2 0mL) &*ffl;U 3 0#j»# Lfc 

y^/-/W (lmL) ^ADX, S^Va r i a n™ S CX* 
20 , *9J—fr (lOmL) fcTScfrLfco 2M NH 3 0>^/-/1'M 

tSIHU aM&t 5 r 1- [4- [N— (2-y Y^s^A*) 

*-T/W] ^y^/W] -4- [ [N— (3- (h])7J^Opt^A-) *<^*/4)V) 7 
75/>f;u] tf^y^y (ft^W^16 12) Sr#fc (2 6. 7rag 
, 100%) 0 «<tl±RPLC/MSfct**fc (9 2%) 0 ESl/MS m/ 
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e 5 3 5. 2 (M + + hL C 2 , H 3 3 F 3 N 4 O 4 ) 
im&W 2018-2020] 

*&wx°m^z>it&M*. zti&nttfc-tz>%m& xvR&Mzm^xnmm 2 

* 51 



3WJ 






ESI/MS m/e 


JKft (mg) 




2018 


1610 


C31 H30 F6 N4 03 


621.2 


4.4 


14 


2019 


1611 


C30 H29 C12 F3 N4 03 


621.2 


35.7 




2020 


1613 


C32 H35 F3 N4 03 


581.2 


29.9 


fern® 



[MMM 2 0 2 1] 4- [N— [5-/p^-2- {t<3-;\<7% /) sQ-^Jju 

10 ] ^ys/vw] 7;y^f/^-i - u-^pp^^vvi^) b'^jj-^^ 

1 4 2 7) 

4- [N- (2-T5/-5-yB^y/^;U) ^ D ^] 7?/^f;l/-l 
- t^Ui/V (ft^Wf 1 04 2) (50m gl 0. 1 

Ommo 1 ) <D*;l>hm%£h V x-ffi' (6. 5mL) 1 5 O^CT'l 7B#M 

15 WLtz, femizxvn&m&zntzo ^<r>n&mwo^? /-^ Omu 

. Tklit-ftltf^St^h !) £A (7. 6mg, 0. 2mmol) tti ilfl4lf 
Ppltt^Lfco ^^nfcfifett^^^^on/^^^^t, ^jg^lM N a OH 
*S8c (2mL) lc:XSfc^tfc 0 ^mmZML. K 2 C0 3 T«U iHii, ttff 
tfco *7A^D7h/77^- (Si0 2> 2 0%^/-;l'/^OD^A) d 

20 J:o"CfM*U 4- [N— [5-^0^-2- (p<9vUT$/) 'O'WA-] ^ 
*>yU] 757^ ^"/U- 1 - ( 4 - ? n d-^vvU-) b°-< !) v?> Cfb-g-4&#-E- 14 2 
7) £#fc (40ra gl 8 0%) „ |ifi&ttR P L C/M S dT^fe*: (10 0%) 
0 ESI/MS m/e 5 0 5 (M + + H, C n H 28 B r C 1 F 6 N 4 0 2 ) 
mm 2 0 2 2] 4- [N- [5-/0^-2- (v^?vUT$/) "<>yV 

25 />w] ^' D 7?;> 7vw- i - (4-^pd ^<y^) U v?^ (fc-£4»S 
-§-1 4 2 8) (P-a-fiE 

i/7 J-Mm\k*0m~tV}) <yi± (2 6mg, 0. 42mmol) ill (1 4L 
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) £\ 4- [N — (2-7?/-5-^n^/^P) /^^] 7-;/^f^ 
-1- tf^yv^V Mfrfr*#*l 04 2) (6 7m gl 0 

. 14mmol) x 3 7%*/I'AT^f*fc K7k^?S (0. 112mL > 1. 4mm 
o 1 ) , Tir hU/U (2mL) , #&Xf (1. 5mL) ©fi£4fcfc: 
5 JJU;U 5 0^3 Ol^ffl»jfLfc^, 1M NaOH7R^fg*5<tD ? ^^nD7«^^ 
ZMz-tc *f«:diU IrtWi^KaCOa-eWfc, iSii, giLfc„ *7i^n 
^F^77^ (Si 0 2) 2 0%^^/-^/ft^^) fcJ:0KI«U 4- [ 
N — [5-7""n^-2- ^^/-Y/P] ^U^] 7;;^^ 

-1- k'^D^y (ft-&feftl 4 2 8) £#fc (6 0m 

10 8 2%) . mBZltRPLC/MSiCXOitfttz (10 0%) 8 ESI /MS m 

/e 5 2 3 (M + + H N C 24 H, 0 B rC 1 F 6 N 4 0 2 ) 

mm 2 0 2 3] 4- [ [N— [5-7"p^-2- {tf-AsWfr-ArT % / 
) yQ-M/U) Wy)V\ 7%S/-*f->v\ -1- (4-?pp^v^) g^jyjf 
V (fc£4ft#fr 15 8 1) O^-EK 

15 4 - [ [N— [2-T5/-5-^n^-<>'y^yu] ^!J^/W] 7?y>f;v] 
-l-'^-^DB'ty^) fcV* (25m gl 0. 05mmol) , 7^ 

y7W-HD!)p (0. 004 5mL) , h V ocfvuy * y ( 0 . 0 2 6mL 
) , M^on^!?y (2mL) «>iS£*j££ia-C 1 7 f$P B Hft# Ltc a KftM 
^ft^7A^ D7t-^77^- (S iO z ) -CfiflgU Va r i a n™ SCXA 

20 7i>.(c:^l5f U t^J—lV (5mL) tdT^jftfco 0. 1M HC 1 

(Dt&S-fr (5mL) *«T»*mU Zg«tT4- [ [N- [5-^0^-2- 

(>f;wM^7;;) ^v//^] /y^i/| 7$y^/i/| -1- (4- 

?uu^sjS;V) f^y^V Mfc^tt*-^ 1 5 8 1 ) (5. 4mg, 19% 

) „ ESI /MS m/e 5 7 3. 0 (M + + H, C 23 H 28 BrClN 4 0 4 S) 
25 [^Jfe0iJ2O2 4] 4- [ [N- [5-^^-2- (tT* (y^X/U*^;U 
) T57) ^V//AQ gj)^/k] IAZii±±] Z_L= (4-ypn^vVW 

e^y s?^ -(t^ftsti 5 8 2) t^-a-^c 

1- -4- [ [N- [2-7$y-5-/p*'<://-f 




M Wi/M 75;^^] t^v^ (57m gl 0. lOmmol) , /- $ 
30 ^7/1/*=.;^ P y K (0. 018mU 0. 0 2 4mL) , hi) rc^/UT 5 >- ( 
0. 0 6 8mL) feiO'^on^^y (2mL) ©S^-«J&^iBtf8l^fflffi^ 
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Ltz 0 1M NaOH7ki£® ( 1 m L) ZMz.. Vfuu/#y (2mLX3) (C 

Yfyyj— (S i 0 2 ) fcj: VffimU 4- [ [N— [5 -^n^- 2 - ( fc'* ( 
*fvW^Mx=/W) ^V/W/U) ^v^U] TSy^fvu] -1- (4- 

5 tuu ^v^W) !) (^W-^ 1 5 8 2) Zmtc ( 4 0 m g , 62%) 
„ ESI/MS m/e 651 (M + + H, C 24 H 30 B r C I N 4 O e S 2 ) 
[IWJ2 0 2 5] 3»fcl- (4-^PP^-» -1-^^-4- [ [ 
N- [3-h!l7^tn^^) ^oy'-f/u) £j)_^vu] Z-iZ2i£±] 

10 4 — [ [N — [3- M) 7/M-n^5vU) 'OVJAs) j/UvVkl T%/*3->\< 
] f^!) (3 Omg, 0. 087mmol) OTir h- h !> (1. OmL) 
ffi&k (tX!J^y^5vU) tfVx^-Uy (80mg, 2. 7mmo lll/gi 
IB) &\ UK (11. 7mg, 0. 0 7 3mmo 1 ) (D? 

dp*;^ (1. OmL) ®m\zfiaz-s 6 0 c CT-2B#P^JSlf 7x—*~(yi/ 
15 7^-K(10. 4m g, 0. 087mmol) ^JB*TiffflI L.fcRj£jl£-* 
{C^JDX. 2 S'CTli^PBim^Lfc^, Varian™ SCX*7AtMU 

(2 OmL) t-T^LfCo £fi£#>4\ 2M NH 3 (D^^/-yI/ (6mL) 
Jg*TjgttiU SiLtSriCJ:!), 1- -4- [ [N 

- [3- hV y/varx2^^,v) y<*s-/4fl,) 75;^^] t'^U^y 

20 LT#fc 0 

3 p-ffc^^Vl' (2 8m g, 0. 2 Ommo 1 ) & 1 - (4 -? a w<l/i?jU) - 
4- [ [N — [3- h !) yvM-ny.^) 'O'V'-f/u) if 7^^f;l/] 
v^OT-feb-MJA' (2. OmL) iss^ta*., 'r©SJ6fi-fr**7 0V 

25 [ [N — (3- (H)7^p/f;u) -OyV^) ^Jj*>vu] 

7^7^f/U] f^y ^=^ASr^fe?l6W<t Ltftfc (3 1. 7mg, 7 1%) 
«, IgttRPLC/MStttfeit (9 9%) o ESI /MS m/e 4 8 2. 
1 (M+ + H, C 24 H 28 C 1 F 3 N 3 0 2 ) 

LM&l 2 0 2 6] 1- -4- [N-y-fvl'-N- [N 

30 - (3- ( h jj 7^q^ gyu) -^yyVyu) ^JLvtu] 7-;/>f;i-] hV<i)S? 
(jfrj^Sjto 2 0) O^-Bfe 
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TfrA-AT/Vrt: Vfcmm (1 0 8m g, 1. 3 3mmoK 3 7 w t %) £ 1 - 
(4-^0^^) -4- (T^/^f/l') e^Uv^ (318mg, 1. 3 
3mmol) tNa BH 3 CN (6 6 8mg) ©1 0 ? / — JV (3mL) 

^(CADX, 2 5 °CX* 1 HfFaHtif Lfc, SfcT^^^Do we x™ 50Wx2*7 
5 A (lOmL) KA#U *#J—>V (2 0mL) {CTifcfr Lfc„ £|5fc^£v 2M 
NH 3 0/^/-yU (6mL) ^T^tBL, Jg^tTl- 

) -4- [ (^^r$y) e-^y <Jv*m&omw.fct tx#, 

EDC I (8 5mg)t 1 - t Ko ^v^y -/ bV 7 V—As • 7MW£> ( 6 0 m g 
10 ) 1- -4- [ (^?vW$/) /fvu] tT^JJ ^> 

(lllmg, 0. 4 4mmo 1 ) ©^PD^y (4mL) »{riP^L. 2 5 
ICT 1 B£|S)a#gU 2M N a OH (2mLX2) V±o PTFEg 

^TffS^U 1- -4- [N-^fvU-N- [N- (3- 

15 ( h V j vojAf/u) ^ y ->vu] 75;^ fvu] t> >>> (fls-g- 

W^5 2 0) £3t6£JfttKft£ LT^fc (14. 0m gl 3. 4%) . ^Sf4R 
PLC/MStCT*#>fc (9 9%) 0 ESI/MS m/e 4 8 2. 1 (M + + H 
, C 24 H 27 C 1 F 3 N 3 0 2 ) 
[##0*J 3 7 ] 3 - T $ / » ^E- bT^t y v[ V<^-a-^ 
20 DL-a -T%/- e -p-fuy V $ J* (2 g, 1 6 mm o 1) ©THF (7 0 
mL):'-»»{C, 1M BH 3 -THF§« (80mL) SrADX.* 3 N^ilSE b/t. 2 
MJt£^ (50mL) *M7L, KfcZ&blCimmm, MM U -tOtfe 2 5*CJCjft 
*PL*Hk'RJS4&4-4M NaOH»teT7;^|)ttH (pHlO) , 

(2O0mLX3) T?ttfflUfc. ^TttJl fiftNaHCO,*^ 
25 U (MgS0 4 ) , IltSItiat), l^M#f: '(9 90m gl 5 4% 

[##0»J>3, ; 8;X 3-7$/- 1- (4-^dd^-^) ^^^-^0^1 
3 -7$ / v 5 ^ (1. 7 1 g, 1 5mmo 1 ) <DT± b=-bV^ (4 

5mL) p-^np^y^D U K (46 3mg, 2. 9mmo 1 ) t 

30 K 2 C0 3 (8 2 8 g, 6mmol) £AP;t, 7 0 o C"C 9 B#FdWn$yi# Ufc 0 2 5^ 
tC#£PU «»UTKfeH(#:S:#^ 0 »*«rH 2 0 (5mL) irH^^/P (5 0m 
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L).©IBfc*HEU mm^T-fr (5 0mLX2) -CttffiLfc. #*f££fr-frT3: 
«7k (20mL) ft® (MgSOj , Sg^Lfc n^tc^W^^ 

^dyF^77-(- (Si0 2s 5-2 0%/# uatfytijumtii) 
icxmmt, l^^feWi LTifc (6 3 9ra g> 9 3%) 0 
5 [3O60<J 2 0 2 7] 1- -3- [ ( 4 -^OyV^:/^- 

i);u) 7 5 7] ^^y-^y (^fe#^9 9 4) 

3-757-1- (4-?nnKyi/;i,) jfc^ !) v>>- (24m g> 0. 10 
mmol) ^^XlA-^^^/y( (1. 2MSft) O^DD*^i=s (lmL 
) (Omm^ EDCI (2 3mg) s HOB t (16. 2rag), *5<fct>*h y 
10 ^757 (15. 2;<L) £3JP;L, 2 5tt*l 6H#P^}^Lfc 0 ^SJ^^fc 
^^nn^^^ (0. 5mL) fc-C#JKU P T F ElglrTjiig L, iliLTl- 

(4-^dp^» -3- [ (4 i^yV^^y^) 757] ^t^y 

Uk&mm^9 9 4) (43m g> 99%) „ «SfiRPLC/MSt 

ttfefc (9 8%) „ ESI/MS m/e 4 1 3 (M + + H. C 2 4 H 2 9 C 1 N 2 
15 0 2 ) 

IMMffl 2028-2042] 

2 0 2 7 WfcoT-frjftLfc. jfcRTibtbtf, ^v^77^- (HPLC-C 18 
20 J:Uf|R*«r*5 2»-*t«)fc 0 . 

52 









ESI/MS m/e 


4Xfi (mg) 


&m (%) 


2028 


943 


C23 H25 CI F3 N3 02 


468 


6 


28 


2029 


944 


C23 H28 CI N3 02 


414 


5 


29 


2030 


945 


C22 H25 CI N4 04 


445 


6 


30 


2031 


946 


C23 H27 CI N4 04 


459 


5 


24 


2032 


947 


C25 H31 CI N2 04 


459 


4 


20 


2033 


948 


C24 H29 C12 N3 02 


4 62 


6 


32 


2034 


949 


C25 H32 CI N3 02 


442 


6 


31 


2035 


988 


C23 H25 CI F3 N3 02 


468 


45 


92 


2036 


989 


C23 H28 CI N3 03 


430 


44 


97 
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2037 


990 


C?2 H26 CM N*3 02 

lie. \J X li J \J £- 


400 
i v \j 


4 1 


99 


2038 


991 


C23 H27 Cl N2 02 


399 


41 


97 


2039 


992 


C25 H31 Cl N2 04 


459 


47 


98 


2040 


993 


C25 H31 Cl N2 02 


427 


44 


98 


2041 


995 


C25 H31 Cl N2 03 


443 


44 


95 


2042 


996 


C24 H31 Cl N4 02 


443 


5* 


11 



[»J2 0 4 3] THP- laBfia^OM I P - 1 gjg^Klftl-Sftttfe'jMfrg) 

5 t hHU^^Jfii^SHJia-CfeSTHP- ljfBUS^, 1 x l O'fS/mUc&SJ; 5ic 
7s/t^/<y77" (RPM I - 1 6 4 0 (Gibe o-BRLttl) 1-0. 1% 
BSA, 2 5mM H E P E S £APX. p H 7 . 4 (Cpg Lfct>tf» KlfiHBU IB 

mmtLtZo 3!>*gia$jXfcfc hMI P- 1 a (DuPont NENttfiO 2 
10 5*0 nC i /m L|:/i5 i 9 ^7 y t 7 7 "ft I? LfcSi^li !i #V K 

&mt&® 2 5 m Ls say ^ k»« 2 5 M l, 5 0 ^ 

ttUtttfe (Sl&m lOOjiL) , 18tfl BfffiH >3r^-<- h Lfc 0 
RJSI&T^ fcfcW$:7-</i'#—WML, 7-f/^-^PBS 2 00(iLt2 
15 [ggt^U/c (ftPBS2 00MLMfct, Wg) o ffifrs/ 

WIMfr&'IfcOftfr ^Mffiftt hM I P- 1 a (Peprotechttg) 1 
OOn g^APLfc^O*?^ LTML3I3\ ttfMkgtt* 

20 f^t>$sAQL&<^<b£0#r>>' h£l 00%<5rLTt |>MI P-la<^THP-l*|B 

PfiW (%) = [1- (A-B) / (C-B) ] XI 00 
(A : GW'fbiHfrjgflPl*©* K B: t MVlIP-lalOOng gsjM 

B#<D#!7^K C: C 1 25 I ] WMt hM I P — 1 a (DfyffiM Ltzt^O^J >" h) 

&<D4t&y>)l*, 2 n M*fctt 10m M^&S&VT. itit'H 2 0- 5 0%, 50 
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%- 8 0 %, *5 XXf> 8 OVoCDm^m*^ Ltz 0 

1 0 juM<£>^ (01*5^X2 0% - 5 0 %^>Pfl§^^^ Lfc-ffc-a-^ : 
\\L^m%% 2 9, 37, 41, 45, 46, 47, 50, 82, 85, 107, 1 

2 0, 1 3 4, 2 1 4, 2 1 7, 2 1 8, 2 2 0, 2 2 2, 2 2 5, 2 2 6, 2 2 
5 7, 2 2 8, 2 2 9, 2 3 0, 2 3 1, 2 3 3, 2 3 4, 2 3 6, 2 3 7, 2 3 8 

, 3 3 3, 3 3 4, 3 3 5, 3 3 6, 3 3 8, 3 4 0, 3 4 2, 3 4 7, 3 4 8, 

3 4 9, 3 5 0, 3 5 2, 3 5 7, 3 5 9, 3 6 1, 3 6 6, 3 7 2, 3 7 4, 3 
75, 376, 380, 382, 383, 385, 470, 471, 472, 47 
3, 474, 483, 484, 488, 489, 491, 497, 499, 500 

10 , 5 0 2, 5 0 6, 5 0 8, 5 1 0, 5 1 4, 5 1 5, 5 1 8, 5 2 4, 5 4 3, 

5 5 3, 5 5 4, 5 5 5, 5 5 6, 5 6 3, 5 7 1, 5 7 5, 5 7 6, 5 7 8, 5 
7 9, 5 8 0, 5 8 3, 5 8 6, 5 8 7, 5 8 8, 5 9 0, 5 9 1, 5 9 2, 5 9 
5, 596, 598, 603, 610, 611, 612, 614, 624, 625 
, 6 2 6, 6 2 9, 6 3 5, 6 3 8, 6 3 9, 6 4 0, 6 4 1, 6 4 2, 6 4 3, 

15 644, 6 4 6s 647, 648, 649, 652, 653, 658, 6' 59, 6 

6 0, 6 6 5, 6 6 6, 6 6 9, 6 7 1, 6 7 5, 6 7 7, 6 7 9, 6 8 1, 6 8 
2, 684, 691, 695, 69 6, 700, 702, 704, 706, 711 
, 712, 71 4, 717, 721, 723, 7 2 4, 726, 727, 728, 

7 2 9, 7 3 1, 7 3 7, 7 3 9, 7 4 0, 7 4 1, 7 4 2, 7 44, 7 4 6, 7 
20 6 5 , 7 6 7 , 7 7 2 , 7 7 3 , 7 7 4 , 7 7 5 , 7 7 6 , 7 8 0 , 781, 78 

5, 7 8 6, 7 8 7, 7 8 8, 7 9 0, 7 9 1 , 7 9 2, 7 9 3, 7 9 5, 7 9 6 
, 7 9 7, 7 9 8, 8 0 5, 8 0 6, 8 0 7, 8 1 0, 8 1 3, 8 2 0, 8 2 1, 
822, 824, 825, 827, 829, 830, 833, 834, 837, 8 
3 8, 8 4 4, 8 5 3, 8 5 5, 8 7 3, 8 7 7, 8 7 8, 8 8 0, 8 8 2, 8 8 

25 7, 888, 891, 894, 901, 903, 904, 905, 911, 929 
, 9 3 2, 9 3 3, 9 3 5, 9 3 8, 9 4 0, 9 4 8, 9 9 3, 9 9 6, 1 0 0 6 
, 1 0 1 8, 1 0 2 6, 1 0 2 8, 1 0 3 5, 1 0 4 8, 1 0 5 3, 1 0 5 4, 1 
0 5 5, 1 0 5 6, 1 06 8, 1 0 7 0, 1 0 7 1, 1 0 7 2, 1 0 7 3, 1 0 7 
5, 1 0 7 6, 1 0 8 1, 1 7 6 3, 1 7 6 4 

30 1 0 //MCD^d&l^TS 0%-8 0 %<£>Mitg£^ Lltik&Vl : 

1, 2, 3, 4, 7, 13, 22, 23, 2 4, 25, 27, 31, 3 
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2, 38, 48, 83, 119, 121, 123, 131, 215, 216, 22 

1 , 2 3 5, 3 3 7, 3 5 1, 3 5 4, 3 5 8, 3 6 2, 3 6 3, 3 6 5, 3 6 7 
, 3 6 8, 3 6 9, 3 7 3, 3 7 8, 3 8 1, 3 8 4, 4 5 8, 4 5 9, 4 6 3, 
465, 466, 467, 468, 478, 479, 480, 482, 485, 4 

5 8 6, 4 8 7, 4 9 2, 4 9 3, 4 9 4, 4 9 5, 4 9 6, 4 9 8, 5 0 1, 5 0 

3, 5 0 4, 5 0 7, 5 1 1, 5 1 2, 5 1 3, 5 2 0, 5 2 3, 5 2 7, 5 2 9 
, 5 3 0, 5 3 1 , 5 3 2, 5 3 3, 5 3 4, 5 3 5, 5 3 6, 5 3 7, 5 3 8, 
539, 540, 541, 542, 545, 5 46, 547, 548, 549, 5 
5 0, 5 5 1, 5 5 2, 5 5 8, 5 5 9, 5 6 0, 5 6 1, 5 6 2, 5 6 5, 56 

10 7, 5 6 8, 569, 570, 572, 573, 574, 577, 581, 582 
, 5 9 4, 5 9 7, 5 9 9, 6 00, 6 0 2, 6 04, 6 0 6, 6 0 7, 6 0 8, 
609, 613, 615, 616, 618, 619, 620, 621, 628, 6 
3 0, 6 3 1, 6 3 2, 6 3 3, 6 3 4, 6 3 6, 6 3 7, 6 4 5, 6 5 1, 6 5 

4, 6 5 5, 6 5 7, 6 6 1, 6 6 2, 6 64, 6 7 3, 6 7 4, 6 7 6, 6 7 8 
15 , 6 8 0, 6 8 3, 6 8 5, 6 8 7, 6 8 8, 6 8 9, 6"9 3, 7 0 3, 7 0 5, 

7 0 7, 7 0 8, 7 0 9, 7 1 0, 7 1 3, 7 1 6, 7 1 8, 7 1 9, 7 2 0, 7 

2 5, 7 3 0, 7 3 2, 7 3 3, 7 3 4, 7 3 5, 7 3 6, 7 4 9, 7 5 0, 7 5 
1, 7 5 2, 7 5 3^ 7 54, 7 5 6, 7 5 8, 7 6 0, 7 6 2, 7 6 3, 7 6 4 
, 7 6 6, 7 6 8, 7 6 9, 7 7 0, 7 7 1, 7 7 7, 7 7 8, 7 7 9, 7 8 4, 

20 794, 799, 800, 802, 804, 808, 809, 811, 812, 8 
15, 8 1 6, 819, 828, 831, 832, 835, 836, 839, 84 
0, 8 4 5, 8 4 6, 8 4 7, 84 8, 8 5 0, 8 5 1, 8 5 4, 8 5 7, 8 5 8 
, 8 5 9, 8 6 0, 8 6 1, 8 6 2, 8 6 3, 8 6 5, 8 6 6, 8 6 7, 8 6 8, 

8 7 2, 8 7 4, 8 7 6, 8 8 6, 8 9 9, 9 1 0, 94 2, 9 9 8, 1 004, 
25 1005, 1007, 1013, 101 5, 1016, 1017, 1019, 10 

20, 1021, 1022, 1024, 1030, 1037, 1042, 1 043 
, 1 044, 1 04 5, 1 04 6, 1 04 7, 1 04 9, 1 0 5 0, 1 0 5 2, 1 
0 5 9, 1 0 6 0, 1 0 6 1, 1 0 6 7, 1 0 6 9, 1 0 7 4, 1 0 7 8, 1 0 7 
9, 108 0, 1766 
30 10 MM©jigglC*5V^T> 8 0%©BftSfi64r*Ufc-fk^tt : 

{fc-3-#>#-5t- 461, 464, 469, 481, 490, 505, 509, 521, 
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526, 528, 544, 564, 566, 601, 605, 617, 62 2, 6 
2 3, 6 2 7, 6 5 0, 6 5 6, 6 6 3, 6 6 8, 6 7 2, 6 8 6, 6 9 0, 6 9 
2, 6 9 4, 7 1 5, 7 4 3, 7 4 7, 7 4 8, 7 5 5, 7 5 7, 7 5 9, 7 6 1 
, 7 8 2, 7 8 3, 8 0 3, 8 1 4, 8 1 7, 8 1 8, 8 2 6, 8 4 9, 8 5 6, 
5 8 6 4, 8 6 9, 8 7 0, 8 7 1, 9 9 9, 1 0 0 0, 1 0 0 1, 1 0 0 2, 1 0 

0 3, 1 00 8, 1 00 9, 1 0 1 0, 1 0 1 1, 1 0 1 2, 1 0 2 3, 1 0 2 9 
, 1 0 3 1, 1 0 3 2, 1 0 3 3, 1 0 34, 1 0 3 6, 1 0 3 8, 1 0 3 9, 1 
040, 1 04 1, 1 0 5 1, 1 0 5 7, 1 0 5 8, 1 06 2, 1 06 3, 1 0 6 
4,106 5,1066,108 2,1083 

10 2 mM<D«£|C*51vT2 0%- 5 0%tf>Pfl^£^ Lfcfc£#> : 

te£*#-*t- 1042, 1043, 1244, 1245, 1416, 1435, 14 
36, 1 438, 1441, 1 480, 1570, 1583, 1584, 1589 
, 1 5 9 0, 1 5 9 4, 1 5 9 5, 1 6 0 1, 1 6 6 0, 1 6 7 2, 1 6 8 7, 1 
7 2 4, 1 7 7 9, 1 7 8 0, 1 7 8 7, 1 7 9 5, 1 7 9 6, 1 7 9 8, 1 7 9 

15 9, 1 8 02, 1 8 93, 1894, 1898, 1900, 1915, 1919, 

1 9 2 0, 2 0 9 2, 2 0 9 6, 2 0 9 8, 2 1 0 0 

2 mMO^S{-43V^-C5 0%-8 0 %<£Pfl^fg£^ Lfc-fL-£-$l : 

1 9 0, 1414, 160 0, 2091, 2094, 2095 

20 ^#^2 0 9 3, 2097, 2099, 2103, 2104 

[3iifc0iJ2O4 4] th p — lftia^MCP- t^ti^M13^M^MM 

1. t: hMCP- ltfs^taii/^^P^-f^iPfi 
^©k hMCP- liHE^-ffi^J (0!l^(fYoshiraura,T. et al. Febs Letters 1 
989,244,487-493^ fcg^#{HR#3|i&tt^£ttJ» LfcDNA-p)$7 a 7'f 

25 ■?—&2m.M (5'-CACTCTAGACTCCAGCATGA-3'ioJ:U!5'- 
T A GC'TGC AGATTCTTGGGTTG — 3') £JB^T, t hlfcifrt&lfflJlS 
(^7^-^J: t)ftgA) ^cDNA^PCRStJ: DWU ffllSit* (P s t 
IfeWXba I) h7^77-^^"pVL 1 3 9 3 (Invit 

r o g e n|±M) iai<^&A/fc* 0 frfrt,^? f-tm&fe'***- ° [7 S f 

30 -9M.i.mm^=> hyl^^y^^ hL. ^<D±.m^hZf^-^ 7 y±4m^ <fc <9 t 
hMC P - 1 ite^I^^^r^ a -7 tVT, &'mm Ltc c 
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2. [ 12S I] H/^aD»^;U7Mfc hMCP-l<Plft# 
I SHI I x K. h<Djjf£ (Biochemical and Biophysical Research Communicat 
ions 1995, 206, 955-961#«0 \Z&\,\ S f - 9E*»5 X 1 0 6 ^(C, ±|St 
MvICP-iae j F-Mx.^draLD^-Y/i'^5X 10 ? PFU — ^fijt^- j/ 
5 b) S:flS!fe$*» EX-CELL 4 0 1 igflslCT 7 0TO#U #^ttfcJ§#_hft 

, i^tBH PLC (Vydac C18 *7A) (C#L> Mlt fMCP-U# 
tc 0 iWiiltfMCP-llCOj, T^v-^A|±{CS6^^ML, 

hy . ^y^-ftia *n^M£*-ifc [ l 2 5 1 ] ^ii^^^n^^^^mt MVTCP 

10 - 1 £# (tfcStt : 2 0 0 0 C i /mm o 1 ) , WT^iW-ffl Wc 0 ' 

3-1. [ 125 I] ^gg^^P ^^/U^jg^fc hMCP- KDTHP- lUHfia^ 

t hiifftf&iia^5THP-l»lX 1 0 7 ffi/mL\Cf£Z>£0 
\Z.Ty±4^y7r~- (RPMI - 1 6 4 0 (Gibe o-BRLftl) {CO. 1 
15 % B S A N 2 5mM HEPESJrM, pH7. 4 t-IfiS Lfc (cSffibftl 

mmmmt l± 0 wmc^m^r y±j T-x-^Ltzmm^mit^mm 

mt Ltc 0 ±ft(D E 1 2 5 I ] 7 4 ^T-Zt^t hMCP - 1 £ 1 /z C i / 

m l ic 4 5 J: 5 l-T v ±4 y y 7 - -eft*? Lfcigfg y # > K«iS <t l fc« 

w& mfc-mm ioo^d . 1 sv-e 1 mm-f y**.^- h ufc. 

2lsli5fe#Lfc »PBS 2O0/x L%Mx.tc&, jlig) . ^-SrHftfl, 
»fr^f^-i:l ^/ufc/^ 2 5 M L-foADx., :7^*—±©jM&as# 

25 n-tm^m^byy^yyv (x y *-Ktt» -cm^l^. 

9 n^ik hMC P - 1 (MID lOOng 

*V^t©*l>^hS: 1 0 0%t Ltt hMCP- lOTHP- 1 «!^<7)f££(C 

30 Plg^ (%) = {1- (A-B) / (C-B) } XI 00 

(A : ®.mit&yim}m<DjJ<7y k B : ^lat hMCP-! l 0 0 n g ft/Hi 
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HOiJ^h, C: [ ,25 1] Mffit bMCP-l<Dfrmi)QL1Ztif<D$'}l'h) 

$Z<Dik&m-±, 1//M, IOmM, Sfcttl 0 0 MM©iig*3^T\ itl^'ft 2 0 
-50%, 50 %- 8 0 %, *3 <fcO ? > 8 0 Lfc D 
5 1 0 0 MMWjggllfe^t 2 0% - 5 0 %<7>f&$igS:^ : 

^HlJ#*3, 6, 1 1, 1 5, 1 6, 1 9, 2 8, 44, 8 8, 9 2, 9 4, 1 
04, 111, 1 1 2, 1 2 4, 1 2 5, 1 3 3, 2 1 9, 2 2 0, 2 2 4, 2 2 
8, 2 3 6, 3 3 8, 3 4 3, 3 4 6, 3 4 7, 3 4 8, 3 4 9, 3 6 2, 3 6 3 
, 3 6 7, 3 6 8, 3 7 1, 3 7 3, 3 8 1, 6 1 8, 8 4 7, 8 4 9, 8 5 0, 
10 866, 867, 869, 870, 871, 872, 873 

1 0 0/ t MO»«tJ3V^5 0%- 8 0%<DWmm&7FL1t.4t&99 : 
ft&4fe<-9l. 8, 10, 12, 18, 21, 26, 30, 33, 35, 39, 8 

4, 89, 90, 91, 96, 97, 98, 99, 100, 101, 103, 10 
6, 1 08, 109, 110, 116, 122, 126, 216, 218, 221 

15' , 225, 226, 231, 330, 332, 333, 334, 337, 341, 
3 4 2, 3 5 0, 3 5 2, 3 5 4, 3 5 6, 3 5 9, 3 6 0, 3 6 1, 3 6 4, 3 
6 6, 3 7 4, 3 7 5, 3 7 9, 3 8 2, 4 6 2, 4 6 3, 4 6 4, 5 5 7, 6 8 
6, 84 0, 8 4 1, 8 4 2, 84 3, 844, 8 4 5, 8 4 6, 848, 8 6 2 
, 863, 86 4, 865, 868 

20 1 0 0 m M©»SIC*5V^-C> 8 0%<DPfi$fg£^ Ltcfcg-® : 

te-a*#-5§-2, 4, 5, 7, 1 3, 1 4, 1 7, 2 0, 2 2, 2 3, 24, 2 5, 

2 7, 2 9, 3 1, 3 2, 3 4, 3 6, 3 8, 4 0, 4 1, 4 2, 4 3, 4 5, 4 
6, 4 7, 4 8, 4 9, 5 0, 8 3, 8 5, 8 6, 9 5, 1 0 2, 1 0 5, 1 0 7 
, 1 1 3, 1 1 4, 1 1 5, 1 1 9, 1 2 0, 1 2 1, 1 2 3, 1 2 7, 1 2 8, 

25 129, 130, 131, 132, 134, 214, 215, 217, 227, 2 

3 7, 2 3 8, 3 3 1, 3 3 5, 3 3 6, 3 3 9, 3 4 0, 3 4 5, 3 5 1, 3 5 

5, 357, 358, 383, 458, 459, 460, 466, 558, 851 
,852,861,874 

10^ MOMUlfc^T 2 0%- 5 0 %<£>Pfl^g&^ Lltfc&b : 
30 ikg-yog^ 12, 18, 30, 34, 40, 42, 43, 5 1, 52, 53, 5 4 
, 5 5, 5 6, 5 7, 5 9, 6 0, 6 4, 6 6, 7 5, 7 6, 7 7, 7 8, 7 9, 
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3 7 2 





8 2, 


8 9,9 


0, 9 


7, 


9 8, 1 0 2, 


10 3, 11 


6, 


127, 128, 12 




9, 1 


3 0,1 


3 2, 


1 3 


5, 13 6, 1 


4 0, 14 1 


, 1 


44, 156, 157 




, 1 5 


9,16 


0, 1 


6 1 


, 16 2, 16 


3, 16 6, 


1 6 


7, 1 6 8, 1 6 9, 




17 0 


,17 1 


, 1 7 


2, 


17 3, 174 


, 17 5, 1 


7 6 


, 1 7 8, 1 7 9, 1 


5 


9 0, 


19 1, 


19 2 


, 1 


9 5, 1 9 7, 


2 0 0, 2 0 


2, 


203, 204, 20 




5. 2 


0 8, 2 


3 3, 


2 3 


4, 2 3 5, 2 


3 9, 2 4 0 


, 2 


4 1, 2 4 2, 2 4 3 




s 2 4 


5, 2 4 


7, 2 


4 9 


, 2 5 0, 2 5 


5, 2 6 3, 


2 6 


4, 2 6 9, 2 7 4, 




2 7 8 


,279 


, 2 8 


2, 


3 0 6, 3 1 6 


, 3 17, 3 


2 3 


, 3 2 4, 3 8 0, 4 




04, 


4 0 9, 


4 3 3 


, 4 


4 6, 4 4 8, 


4 4 9, 4 5 


1, 


47 0, 471, 47 


10 


3, 4 


7 6,4 


7 9, 


4 8 


6, 4 8 8, 4 


8 9, 4 9 7 


, 4 


98, 499, 501 




, 5 0 


4,5 0 


7, 5 


0 8 


, 5 0 9, 5 1 


0, 5 12, 


5 1 


4, 5 16, 5 19, 




5 2 7 


,530 


, 5 3 


2, 


5 4 2, 5 4 5 


, 5 6 0, 5 


6 3 


, 5 6 4, 5 6 5, 5 




6 6, 


5 6 8, 


5 6 9 


, 5 


7 2, 5 7 3, 


5 7 4, 5 7 


5, 


578, 583, 58 




4, 5 


8 6,5 


8 7, 


5 8 


9, 5 9 0, 5 


9 9, 6 0 0 


, 6 


01, 603, 606 


15 


, 6 1 


2,6 1 


3, 6 


2 0 


, 6 2 1, 6 2 


2, 6 2 4, 


6 2 


5 , 6 2 7, 6 2 9, 




6 3 0 


,632 


, 6 3 


4, 


6 3 6, 6 3 7 


, 6 4 0, 6 


4 1 


, 6 4 2, 6 4 3, 6 




4 4, 


6 4 5, 


6 4 6 


, 6 


4 7, 6 4 8, 


6 4 9, 6 5 


8, 


678, 682, 68 




7, 6 


9 2,6 


9 4, 


7 6 


4, 7 7 5, 8 


5 6, 8 5 7 


, 8 


6 0, 881, 882 




, 8 8 


3,8 8 


4, 8 


9 0 


, 8 9 2, 8 9 


9, 9 0 0, 


9 0 


3, 9 0 5, 9 0 7, 


20 


9 0 8 


,911 


, 9 1 


2, 


9 16, 9 17 


, 9 2 1, 9 


2 2 


, 9 2 3, 9 2 5, 9 




2 7, 


9 3 1, 


9 3 2 


, 9 


3 5, 9 3 9, 


9 4 0, 9 6 


8, 


986, 1039, 1 




0 4 1 


,10 4 


5, 1 


0 4 


7, 1 0 6 2, 


1 0 6 3, 1 


0 8 


3 



1 0fiM©ISi3^t 5 0%- 8 0%(Dm^^Ltcit^ : 
\^m^% 7, 32, 36, 61, 62, 63, 65, 67, 69, 70, 71, 



25 72, 73, 74, 81, 91, 105, 114, 121, 123, 134, 13 
7, 1 3 8, 1 3 9, 1 4 6, 1 4 7, 1 4 8, 1 4 9, 1 5 1, 1 5 4, 1 6 5 
, 1 7 7, 2 3 2, 2 4 4, 2 4 8, 2 5 1, 2 5 2, 2 5 3, 2 5 6, 2 5 9, 
2 6 1 , 2 6 6, 2 6 7, 2 7 6, 2 8 6, 2 9 2, 2 9 3, 2 9 5, 3 0 1, 3 
0 5, 3 0 7, 3 1 0, 3 1 4, 3 1 5, 3 2 0, 3 2 2, 3 2 8, 4 3 4, 4 3 

30 5 , 4 3 6 , 4 3 7 , 4 3 9 , 4 4 0 , 4 4 3 , 4 4 7 , 4 5 0 , 4 5 2 , 4 5 3 
, 454, 455, 456, 468, 469, 472, 474, 475, 477, 
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478. 480, 481, 482, 483, 485, 490, 493, 494, 5 
0 0, 5 0 5, 5 1 1, 5 1 7, 5 2 0, 5 2 9, 5 3 4, 5 4 0, 5 4 3, 54 
4, 5 4 8, 5 5 5, 5 5 6, 5 6 1, 5 6 2, 5 7 0, 5 7 6, 5 7 9, 6 1 1 
, 6 1 7, 8 5 3, 8 5 4, 8 5 5, 8 5 8, 8 5 9, 8 7 5, 8 7 7, 8 7 9, 
5 8 8 0, 8 8 5, 8 8 6, 8 8 7, 8 8 8, 8 9 1, 8 9 4, 8 9 5, 9 04, 9 

0 6, 9 0 9, 9 1 0, 9 1 3, 9 1 4, 9 1 8, 9 2 8, 9 3 0, 9 3 3, 9 3 
7, 9 3 8, 9 4 5, 9 7 0, 1 04 0, 1 044, 1 0 4 6 

1 0 AtM©»«»Jl*3V^> 8 0%<DVmffe%^Ltz{t&® : 
fltfHfe** 31, 45, 46, 48, 58, 68, 80, 83, 113, 115, 

10 142, 143, 145, 150, 152, 265, 268, 272, 275, 2 
8 3, 2 8 5, 2 8 7, 2 8 8, 2 9 0, 2 9 1, 2 9 4, 2 9 6, 2 9 7, 3 0 
2, 3 0 8, 3 0 9, 3 1 3, 3 2 1, 3 2 5, 3 2 6, 3 5 8, 4 3 8, 4 4 1 
, 4 4 2, 44 4, 4 4 5, 4 5 7, 4 6 6, 4 6 7, 4 8 4, 4 8 7, 4 9 1, 
4 9 2, 4 9 5, 4 9 6, 5 0 3, 5 1 8, 5 3 7, 5 3 8, 5 4 7, 5 54, 8 

15* 76,878,919,929,943 

1 ^M©ISlC*5^T 2 0%- 5 0%OPl*SiE£^Lfcfl^#J : 
it&Vn&^r 1118, 1121, 1136, 1143, 1146, 1158, 11 
59, 1167, 1170, 1359, 1361, 13 6 2, 1363 

i nM<Dm^^^x 5 o%- 8 o%<Dmmm*7F ^tzit-s® ■. 

20 ik&m&^r 1133, 1134, 1137, 1141, 1156, 1161, 11 
6 2, 1163, 1164, 1166 

1 nM<Dmi£^t6\,^X> 8 0%<DVmf&Z^Ltz.ik-g® : 
^-a-t)#-§- 114 7 

3-2. [ 125 I] MWi'<*=>-Zi <7j/l<x%&t hMCP-lCPTHP- lKHflS— <D 

25 u&icM?z>mmm<DMfe wmi) 

\LT ^yyy— (50mM HEPES, pH7. 4, 1. OmM CaC 

1 2 , 5. OmM MgCl 2 , 0. 5%BSA) LmmmMWik Ltc 0 
4k&®&Ty*Js<y7T-X%iftLtc}femZ&mik&Va®Wib L7c 0 ±.®<D [ ,25 

30 I] 4 fMCP-1^1 nC i/mUZteZZofcTy 



WO 00/69432 PCT/JP00/03203 

3 7 4 

y KJ£& 2 5 L, HBM®® 5 0 m L U Hif m (KJ£&$ 1 0 0 
M L) , lSttlW^a^-Mt, 

5 2@JJfe»Lfc (ftPBS 2 0 0ML^ADxfc^, &$) „ 7-r^*-&JR«;8L 
jBE#5/^U— * — 5:1 ^zn/U&fcij 2 5m L-foADx., 7 4tV#— ±.<Dffll9fo&& 

«9(C±at(D/^^n^t hMCP- 1 (MflK) 1 0 0 n g fctsflP Lfc£ 

!> y h ir^AftM t b-cH LSI # , tHWtoMfcfrWfcaHin Lto* t Z <d# $ 

10 bfcl 0 0%tLtt fMCP - 1WTHP - l«^e^|;^t5Sift^l5 

(%) - (l- (A-B) / (C-B) } XI 00 
(A : &®Mfrg^^Anl$©;<7 K B : mm* hMCP-1 lOOngiAp 
B#<D#^K C: C 125 I] fltttfc HMCP- \(03>.mMz.tif<DJ3V^\-) 

m<Dik&m*. 0. 2/zM, 1 m M, StttlO/iMOgg^^, -tJVeh/2 0 
-5 0%, 5 0%- 8 0%, *5<tU ? > 8 0 %<DPJa#tg&* Lfc 0 
1 0 iuM©M»Cj3V^T 2 0%- 5 0 Lfeft-S* : 
15 6 0 

20 10^ M(DMS(-*3V^T 5 0 %- 8 0 %<Dffl.%M&7F Ltcfc&fy : 
1k&®&-% 15 5 0 

1 0 /£ M©»£K:*5^-C > 8 0%<DPfiWfg£^Lfcfc-^3 : 
ft**#*5 4 1, 1042, 1043, 1559 

1 ulM(DM&\Z&^X 2 0%- 5 0%©Pfi^^Lfcft-a-^ : 

25 <fb&#§-5§- 1098, 1100, 1 101, 1104, 1105,1109, 11 
10, 1 1 1 6, 1 1 74, 1 1 75, 1 176, 1 178, 1187, 1188 
, 1189, 1197, 1 198, 1199, 1200, 1201, 1202, 1 
209, 1210, 1 211, 1212, 1222, 1225, 1229, 123 
0, 1237, 1 238, 1243, 1250, 1259, 1261, 1265, 

30 1266, 1 272, 1277, 1 282, 1294, 1299, 1 302, 13 
07, 1 315, 1 318, 1 319, 1320, 1329, 1330, 1335 
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, 1 3 3 6, 1 3 3 7, 1 3 4 3, 1 3 4 4, 1 3 5 3, 1 3 5 5, 1 3 5 6, 1 
3 5 7, 1 3 5 8, 1 3 6 8, 1 3 7 2, 1 3 8 5, 1 3 8 6, 1 3 9 2, 1 40 
0, 1 4 1 3, 1 4 2 2, 1 4 2 3, 1 4 2 5, 1 4 2 6, 1 4 2 9, 1 4 3 0, 
14 32, 1437, 1440, 1445, 1446, 1447, 1448, 14 
5 5 0, 1 4 5 2, 1 4 5 3, 1 4 5 5, 1 4 5 8, 1 4 5 9, 1 4 6 1, 1 4 6 3 
, 1 4 6 4, 1 4 6 6, 1 4 6 8, 1 4 6 9, 1 4 7 0, 1 4 7 1, 1 4 7 4, 1 
479, 1482, 1485, 1507, 1508, 1510, 1511, 151 
2, 1513, 1514, 1515, 1516, 1518, 15 19, 1521, 

1 5 2 2, 1 5 2 4, 1 5 3 5, 1 5 3 8, 1 5 4 0, 1 5 4 2, 1 5 4 4, 1 5 
10 71, 1573, 1574, 1 575, 1576, 1577, 1578, 1579 

, 1 5 8 0, 1 5 8 1, 1 5 8 2, 1 5 8 5, 1 5 8 7, 1 5 9 8, 1 6 0 2, 1 

6 0 3, 1 6 0 4, 1 6 0 9, 1 6 1 1, 1 6 1 2, 1 6 1 3, 1 6 1 4, 1 6 1 
5, 1616, 1617, 1618, 1622, 1627, 1630, 1643, 
1646, 1662, 1669, 1716, 1717, 1723, 1728, 17 

15 31, 1733, 1736, 1739, 1 7'4 0, 1747, 1750, 1755 
, 1757, 1758, 1759, 1760, 1761, 1762, 1769, 1 

7 7 0, 1 7 7 1, 1 7 7 2, 1 7 7 3, 1 7 7 4, 1 7 7 7, 1 7 8 3, 1 7 8 

4, 1 7 8 5, 1 7 9 1, 1 7 9 3, 1 9 04, 1 9 1 1, 1 9 1 7, 2 0 5 7, 

2 0 6 1, 2 0 6 3, 2 0 6 4, 2 0 6 5, 2 0 6 6, 2 0 6 7, 2 0 6 8, 2 0 
20 69, 2071, 2072, 2073, 207 4, 2075, 2076, 2080 

, 2081, 2082, 2110, 2112, 2123, 2130, 2131, 2 
139, 2170, 2180, 2181, 2182, 2212, 2216, 221 
7, 2 2 1 9, 2 2 2 0, 2 2 2 2, 2 2 2 4, 2 2 2 5, 2 2 2 8, 2 2 4 7, 
2253, 2254, 2255, 2256, 2257 
25 1 mM(D^S(C*3^T 5 0%- 8 0 %OPfl^ng£^ Ltzit-g-®) : 

4b£^#-5§- 37, 298, 318, 1084, 1091, 1103, 1106, 1 
108, 1111, 1113, 1114, 1115, 1138, 1.142, 1 16 

5, 1 1 7 9, 1 1 9 0, 1 1 9 2, 1 1 9 3, 1 1 9 5, 1 1 9 6, 1 2 04, 
1205, 1206, 1207, 1208, 1245, 1246, 1255,12 

30 57, 1258, 1262, 1263, 1293, 1300, 1342, 1 351 
, 1 3 5 2, 1 3 5 4, 1 3 7 0, 1 3 7 1, 1 3 7 3, 1 3 7 5, 1 3 7 7, 1 
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3 7 8, 1 3 8 0, 1 3 8 1, 1 3 8 3, 1 3 8 4, 1 3 9 1, 


1 4 


1 1, 


1 


4 1 




2, 1414, 1417, 1418, 1419, 1421, 14 


2 4 


, 1 4 


3 


1, 




1 4 3 6, 1 4 3 9, 1 4 4 9, 1 4 5 4, 1 4 5 6, 1 4 5 7 


, 1 


4 6 0 




1 4 




6 2, 1 4 7 2, 1 4 7 3, 1 4 8 7, 1 50 2, 1 5 0 4, 1 


5 0 


6, 1 


5 


1 7 


5 


, 1525, 1526, 1527, 1529, 1530, 153 


1 , 


15 3 


2 


, 1 




533, 1534, 1536, 1537, 1539, 1541, 


1 5 


4 5, 


1 


5 9 




3, 1 6 0 0, 1 6 0 1, 1 6 0 6, 1 6 0 8, 1 6 1 9, 1 6 


2 0 


, 1 6 


2 


1 , 




1 6 2 3, 1 6 2 4, 1 6 2 5, 1 6 2 6, 1 6 2 8, 1 6 2 9 


, 1 


6 4 5 




1 6 




5 0, 1 6 5 4, 1 6 5 8, 1 6 6 3, 1 6 6 4, 1 6 6 5, 1 


6 7 


0, 1 


6 


7 1 


10 


, 1 6 7 2, 1 6 7 3, 1 6 7 5, 1 6 7 8, 1 6 7 9, 1 6 8 


1 , 


16 8 


4 


, 1 




6 8 7, 1 6 8 8, 1 6 8 9, 1 6 9 0, 1 7 1 1, 1 7 1 2, 


1 7 


1 4, 


1 


7 1 




8, 1 7 2 2, 1 7 2 5, 1 7 2 6, 1 7 2 7, 1 7 2 9, 1 7 


3 0 


, 1 7 


3 


2, 




1 7 3 4, 1 7 3 5, 1 7 3 7, 1 7 4 1, 1 7 4 2, 1 7 4 3 


, 1 


7 4 4 




1 7 




4 5, 1 7 4 6, 1 7 4 8, 1 7 5 1, 1 7 5 3, 1 7 5 4, 1 


7 5 


6, 1 


7 


7 9 


15 


, 1 7 8 1, 1 7 8 2, 1 7 8 6, 1 7 8 8, 1 7 8 9, 1 7 9 


0, 


17 9 


"2 


, 1 




7 9 5, 1 7 9 7, 1 7 9 8, 1 8 0 0, 1 8 0 1, 1 8 0 4, 


1 8 


4 8, 


1 


8 6 




2, 1 8 8 3, 1 8 8 5, 1 8 8 6, 1 8 8 7, 1 8 8 9, 1 8 


9 3 


, 1 8 


9 


4, 




1903, 1905, 1910, 1912, 1913, 1914 


> 1 


9 18 




1 9 




2 2, 1 9 7 6, 1 9 8 5, 2 0 2 7, 2 0 3 5, 2 0 6 2, 2 


0 8 


3, 2 


0 


8 4 


20 


, 2 0 8 8, 2 0 8 9, 2 0 9 0, 2 1 1 1, 2 1 2 4, 2 1 2 


5, 


2 12 


6 


, 2 




135, 2167, 2171, 2175, 2211, 2221, 


2 2 


2 6, 


2 


2 3 




1, 2 2 4 0 












i nMom%\zio^x> 8 o%(Dmmm£^Ltz.ik&m ■. 












299, 311, 312, 329, 1042, 104 


3, 


10 8 


5 


, 1 


25 


119, 1191, 1203, 1220, 1228, 123 6, 


1 2 


4 4, 


1 


2 5 




6, 1288, 1295, 1308, 1310, 1376, 13 


8 2 


, 1 3 


9 


3, 




1395, 1415, 1416, 1420, 1435, 1438 


, 1 


4 4 1 


> 


1 4 




8 0, 1 4 8 1, 1 5 7 0, 1 5 8 3, 1 5 8 4, 1 5 8 9, 1 


5 9 


0, 1 


5 


9 4 




, 1 5 9 5, 1 6 0 7, 1 6 3 4, 1 6 6 0, 1 6 6 1, 1 6 6 


6, 


16 6 


8 


, 1 


30 


6 9 5, 1 6 9 6, 1 6 9 7, 1 6 9 8, 1 6 9 9, 1 7 0 1 , 


1 7 


0 2, 


1 


7 0 




3, 1 7 0 4, 1 7 0 5, 1 7 0 6, 1 7 0 7, 1 7 0 8, 1 7 


0 9 


, 1 7 


1 


3, 
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1 7 2 4, 1 


7 4 9, 1 7 5 


2, 1 7 7 5, 1 


7 7 6 


> 


1 7 


78, 1780, 17 


8 7, 17 9 


4, 1 7 9 6, 


1 7 9 9, 1 8 0 


2, 1 


8 


0 3 


, 1841, 1869 


, 1 8 7 0, 


18 7 1, 18 


7 2, 1 8 7 6, 


18 7 


7 


, 1 


892, 189 6, 1 


8 9 7, 1 8 


9 8, 1 8 9 9 


, 1 9 0 0, 1 9 


0 1, 


1 


9 0 


2, 1906, 190 


7, 19 0 8 


, 1 9 0 9, 1 


9 15, 19 16 


, 1 9 


1 


9, 


1920, 1921, 


2 0 8 5, 2 


0 8 6, 2 0 8 


7, 2 113, 2 


114 




2 1 


18, 2119, 21 


2 0, 2 12 


1 , 2 12 2, 


2 12 7, 212 


8, 2 


1 


2 9 


, 2132, 2133 


, 2 13 6, 


2 13 7, 21 


3 8, 2 1 5 9, 


2 16 


1 


, 2 


162, 2169, 2 


17 2, 2 1 


7 8, 2 17 9 


, 2 18 7, 21 


8 9, 


2 


1 9 


3, 221 0, 221 


3, 2 2 14 


, 2 2 15, 2 


2 1 8, 2 2 2 7 


, 2 2 


2 


9, 


223 0, 2232, 


2 2 3 3, 2 


2 3 5, 2 2 3 


6, 2 2 3 7, 2 


2 3 8 




2 2 


41, 2242, 22 


4 3, 2 2 4 


4, 2 2 4 5, 


2 2 4 6, 2 2 4 


8, 2 


2 


4 9 


, 225 0, 2251 



,2 2 5 2 

o . 2 n M<Dm&^^x 2 o%- 5 o%<Dm.mm%7F Ltzit-B-m 

15 fc&%>&^ 1680, 1682, 1686, 1691, 1694, 1700, 18 
05, 1810, 1811, 1812, 1813, 1815, 1816, 1817 
, 1 8 1 8, 1 8 1 9, 1 8 2 0, 1 8 24, 1 8 2 5, 1 8 2 6, 1 8 2 7, 1 

8 2 8, 1 8 3 2, 1 8 3 3, 1 8 3 4, 1 8 3 5, 1 8 3 6, 1 8 3 9, 1 8 4 
0, 1842, 1843, 1 8 51, 1852, 1 853, 1854, 1855, 

20 1856, 1858, 1859, 1860, 1863, 1864, 1865, 18 
6 6, 1 8 6 8, 1 8 7 4, 1 8 7 8, 1 8 7 9, 1 8 8 0, 1 8 8 8, 1 8 9 0 
, 1 8 9 1, 1 8 9 5, 1 9 2 6, 1 9 2 7, 1 9 2 8, 1 9 2 9, 1 9 3 0, 1 

9 3 4, 1 9 3 5, 1 9 3 7, 1 9 4 5, 1 9 4 6, 1 9 5 1, 1 9 5 2, 1 9 5 
3, 1 9 5 4, 1 9 5 9, 1 9 6 0, 1 9 6 1, 1 9 6 2, 1 9 6 6, 1 9 6 9, 

25 1970, 1971, 1972, 1973, 1977, 1978, 1979, 19 
8 0, 1 9 8 1, 1 9 8 5, 2 0 1 4, 2 0 2 7, 2 0 2 8, 2 0 3 3, 2 0 3 5 
, 2 0 3 9, 2 040, 204 1, 2 04 2, 2 04 4, 20 4 5, 2 04 6 

o. 2 uMtDm^^^x 5 o%- 8 o%commm^^Ltc^m •. 

1677, 1678, 1679, 1681, 1687, 1688, 16 
30 8 9, 16 9 0, 16 9 5, 16 9 7, 18 0 8, 18 0 9, 1841, 18 4 8 
, 1 8 6 1, 1 8 6 2, 1 8 6 9, 1 8 7 0, 1 8 7 1, 1 8 7 2, 1 8 7 3, 1 
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8 7 6, 1 8 7 7, 1 8 8 3, 1 8 8 4, 1 8 8 5, 1 8 8 6, 1 8 8 7, 1 8 8 
9, 1893, 1894, 1976 

o . 2 n ucomm^&^x > 8 o %<Dw.mm*jn Ltzit^m 

1696, 1892 

5 [2lSfc#ij2 0 4 5] MCP-1 U±^^~^'mm^<DMC P - 1 <D@£\Cttj- 

zmmmv'Mfe ( [ 125 n mmt hMCP-i^fcgg) 

1. MCP- l v±79~&SJRa&o>WM 

YAMAGAMI, S. tfcMC P - 1 V*-?* — c D NAIStK" (Bio 

chemical and Biophysical Research Communications 1994, 202, 1156-1162#fig) 
10 Sr^^y*? KpCEP-4 (Invi troge n$M) ©No t i SKi^il 
HfU #fc7°7^.$ KSrLipofectamin et&M (Gibco-BRLft 
Mi ian MJ_h&S*2 9 3-EBNA«(d l^7^7x^ h L, ffl®m 

«, [ 125 I] Halt hMCP-l©^14T«Lfc 0 
15 " 2. [ 12S I] lg|^jLag_$jL±gjtil£ FMCP-KPMCP-1 

6X1 O^/mLM&SJl^M, Tyt4'<y7T'— (D — MEM (Gibco- 
BRLftM) 1-0. 1%BSA, 25mM H E P E S fc&Dx., pH7. 4 Mp$g 

20 Lfcfc©) ic^st, *<D&<Dmftt*.mikm2 o 4 4 ^rmihc 

25 [££012 0 4 6] »liai8;felBggtt<P«lfe 

P- 1 SriBfifejWfifc L."CfflV\ Fall hWfc (J. Immunol. Methods. 1980, 33 
, 239-247) fcipc-aBOFCfc 5 tefrofc. f*i5*>9 6ftW tntr*****?- 
30 (Neuroprobe ; £ftj8MS) £>^-r- ±^ (200/iL) £ 

liTH P — 1 ISflSSr 2X10 6 / m L (RPMI- 1 6 4 0 (Flow Labor 
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a t o r i e s*t$!$) + 1 0 %F C S XM&) Ltz h<D) , TM. (3 5 n L) KlflR 
«rCfc h • ]) ^>t'1-y KMCP- 1 (P e p r o t e c h*±®D 2 0 

^-(P VP-free, Neuroprobe; J^ifrU) £[§;£U 3 7tf 
5 5%C0 2 #ST(-2BfF^-r>'=>E-i'<- hZftiti, 

^A-^-Sr&^ttiU Di f f Quickl (SBRKHttli) Ht7^^ 
-TffifciffifcUfcJW&fcBJS&feU ftV^U-HJ-^- (Mo 1 ecu 1 a 
r D e v i c e «|£tftft5 5 0 nm-efc|£U 3 ft<WStfi6£##> 

io ltttHMisiaTttu «^Pfisstt IC 50 UM 

) ) £#*fc 0 KMtt { (±|gid^^#)MADW^OMCP-l{cJ;2,jS 

*hb») - (rm^MCP- immM(Dm^(om^mm =100%} ttx 

15 TB<D4b&V>)<D r C 50 fli(i0. l MMi^T-trfeofCo 
I C 5 offftf* 0 . 1m M&LTXh Z>\t&tyS<Dm : 
"ffc£^#-5§-4, 3 7, 298, 299, 311, 312, 31 
, 886, 909, 1042, 1043, 1085, 111 9 
2, 1165, 1 1 79,1191, 1203, 1205, 1 

20 1236, 1244, 1245, 1256, 1288, 129 
08, 1 3 1 0, 1 3 5 2, 1 3 7 6, 1 3 8 2, 1 3 9 3, 
, 1 4 2 0, 1 4 3 5, 1 4 3 6, 1 4 3 8, 1 44 1, 1 4 
5 3 2, 1 5 7 0, 1 5 8 3, 1 5 8 4, 1 5 8 9, 1 5 9 0 
5, 1 6 0 0, 1 6 0 1, 1 6 0 7, 1 6 6 0, 1 6 6 1, 1 

25 1 6 6 8, 1 6 9 8, 1 6 9 9, 1 7 0 1, 1 7 0 2, 1 7 0 
0 6, 1 7 0 7, 1 7 0 8, 1 7 0 9, 1 7 1 3, 1 7 7 5, 
, 1 7 7- 9,v 1 7 87, 1794, 1796, 1 799, 1 8 
8 9 6, 1 8 9 8, 1 8 9 9, 1 9 0 0, 1 9 0 1, 1 9 0 2 
7, 1 9 0 8, 1 9 0 9, 1 9 1 5, 1 9 1 6, 1 9 1 9, 1 

30 2087, 2114, 2 1 28, 2129, 2132, 213 
44, 2 1 57, 2158, 2189, 2213, 2214, 



8, 3 2 9, 4 6 1 
,113 8, 114 
2 2 0, 1 2 2 8, 
3, 1 2 9 5, 1 3 
1 3 9 5, 1 4 1 6 

8 0, 1 5 3 1, 1 
, 1 5 9 4, 1 5 9 
6 6 4, 1 6 6 6, 
3, 1 7 0 4, 1 7 
1 7 7 6, 1 7 7 8 
0 2, 1 8 0 3, 1 
, 1 9 0 6, 1 9 0 

9 2 0, 1 9 2 1, 
7, 2 14 1, 2 1 
2235, 2236 
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, 2 2 4 1, 2 24 2, 2 2 4 4, 2 2 4 9, 2 2 5 0, 2 2 5 1 

&»0>|2O4 3, 2 04 4, 2 0 4 5 , & ±Xf 2 0 4 6 tCfctf 5*t*HU #3§9! 
Oft^MI P-l o^iV/SfcttMCP-l/fif©^*^^©^*^ — 

5 |:*Ltv^„ 

[^3i0iJ2O4 7] v ^ 3 7-^ yji^l^f 5 WIMP^ 
7^3 5 — ^y^Sh^tt, Ka t o £>C0^?j£ (Arthritis in mice induced by 
a single immunization with collagen. Ann. Rheum. Dis. , 55, 535-539, 1996) 

io i. %m 

Y<D%i£7-S=L.'<V h ( I CN I mmu nobiologicals) tM^al- 

15 -ywx • y^-^^tt) (Dm.m.u&.ftkiy^? v ym#7^y» ^v?*5<fctf 2 

7GaMM^0. 15mg/0. lmL/body) ft^-Lfc, 
IfcfMb&'fc&Sitt-'CO. 5%#/W#*S'*fvHrA'n— (CMC 

LfcS 0 ^blP^4 tfc 0 
20 0. 5%CMC£g:-%-Lfci¥ (£17= ^ h n— , ttSMb£*J© 

30fc5^l4100mg/k g Lfc 3ircfc5. fclifcS^ttl^flflMbtt 

- b Lit 0 i e be t tfc 0 

2. MfipjfecQiffffi 

=wi^ 3 yg4ti 2iip^ici, %®><Djjm (rm^f'M^n ^mmm 

25 0 sfcJE 12, 417-422, 1 9 9 2) (C «fc oTBB«IBIR©Sft*Hlft'-?: 
£i 2^i: Lfco 
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* OWlfe^ B toV^T jdift 0 ^ b 4 <D 5 o 

4. lyffli&H 

WTO^ttl^fc^iLfc, «T<0@&Hu ¥$ft±«lPfiB£ (SD) 
5 ^Lfc 0 -fbg-ftfrS-i 5 8 3£ l 2»llBSP!S!^-Lfc«^©lll«^{c3t-r5^*Sr 
12] 1 . K&mm^ 1 5 8 3 £«!-$■ Lfe^tt. a y r- n-yu»m» LWSfclB 

\t&mm% 1 5 8 3©m^ii5E, pfi$fc#©®s> fci«tTt©tiiic 

»-r5IS**'t*t-irixia2-4^7r-t. fc-frfcl 5 8 3li, i*"f*i©i?MlKo 
[»J2 0 4 8] 7 y b Ezriy>JiMfeM±ai!^M^MM 

y y b^y—^^MWi^Hs T r e n t h ambO^fe (Autoimmunity to type 
II collagen: an experimental model of arthritis. J. Exp. Med., 146, 857-68( 
1977)) fci^l, Ztl&SlTOk ?K&£LXftmLtZo 
15 l.'frfe 

-<7°^ K (CHEM I CON International |±) £\ *&MjJ«, 

£*0. osyo&itfO. 0 2%t^5J;pl;7D^yh^7^a/^K (c 

HEM I CON International tt) t LX "£}Wl^>^s a V 
20 £f£®[Lfc 0 x^ayu, 4 < CldT, =»^* ^ — 7?^ Lfc 2 #©#7 * 5/ y 

joit/2 6GfflWfl-«:fflV^ lmL&l 0^{C^I-tT^L7c o 1««L±1E 
25 h) 0 

^fk^^¥L#icT0. ;i/t;vn-^t h y (cmc 

'J a 0 frh 3 iiUfti 0 g P Lfc 0 

»WJ4, ftifeft©!* (£XT-<>?? h&) , 0. 5%CMCSr8#lfc» (£1 
30 T=>> r-o-/H$) *3j:tWk^*5#*l 24 5©3 0 Omg/k g Lfc 3 8f 
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fcitf, -*rtf>2, 5, 7, 9, 12, 1 4 B 7 |e](C;b fcot, ?yh££tt 
5 ja©SHSS5r, 9 y h$tt£tt&M&fX&J££B (TK- 10 5, UN I CON 

3. 

10 2 4 5«r3ai«ig0ftPl!l:#Ufc»^«>BWII^K:Jf't-5»**rH5 

fcjjcf. E|i*>©|tttWi[±S. E . "C^LfCo syho^Uil^LTStu 
d e n t © tftS&SVW i 1 c o x o nft^JItU P«#0. 0 5£(.Ttf> 

Lfc, 2 4 5fc«-£Lfc»M:, K#5, 

7, 9, 12, 14 0|©^i^yHC^^ aybn-^JtLtt 

15 (5,7. 14Bi:P<0. "01, 9, 12Pf: P<0. 001) {-KipMBR 

nffi.M2 0 4 7*5«ttK^Jfe0ij2 0 4 8 Jd*3tt5lS*l- J: 9 , **W©H?Btt> 18 
20 5r 

2 0 4 9] WKY-r a LMMgfe^i^iM&MM©^ 
1. (Hlfel, 2jfcjj) 

Sr4il««t©WKY7y h (^-f JJ /<— «c*6tfc) (-2. 5mL/kgW 
%WfcMffi*n$-'&. 1, 4, 7, 10, 14Bll:7yH8f«t^(H* 

30 *fc, ymfciifa^iS:-^ l 5 B Bfc**fc#Lfc|MtoiW»fcHHRU Jk*9 w 
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W-ft-g-^fi lOOmg/kg ffc££ft;fci*f*gl£fglifiitS&-^ 0 X <5 l B 2 ® ( 
Mm 1 -Cfi^BfF 1 0 i U"F$ 6 B$ US* 2 "Ctt^FlW 1 0 B*flfj& JS «fc V 

4=«5B*lffl&) , S0MPS4-Lfc o »fiB«-Cf41ft4-ttjg«E (0. 5%*yu**'> 
5 >fvn?/un ©^SrfiPlS:4-Ufc. S^StliiOmL/kgfttt 
Lfc 0 iftfeONmtil 0 <h Lfc D 
2. 

i 4 0 i*TMfl#«)(-^®&S(i^PL,-C , g^7!i51;g$tL/to 4b£-*#-§- 1 5 8 3 
10 SrJft-§-Lfc»-ettStt*iJh.»a4«7 B BKi#!!B»^lt«LT2 6%Oficfie*© 
MilMftffljtrlBfe, BIO, l 4 0 @ t?i±#* 5 1,54 ( p < 0 . 01 

, Ma n n-Wh i t n e y U t e s t ) KSeS^WSHSrBftfc. (121 6 ) „ 
ft**ftlS»g^f l 5 0 %<Dfa.*p*i'TJ-=->*mfel,tLtZ.*>, te£4fe 
1 5 8 3 !Bl*»wfcfc*fc LT 2 0 ( p < 0 , 01, Mann-W 

'15 hitney U test) m'PZW-lbtz (£5 3). 

lot, 5 8 3{Ci hO*5ft»:PS^*3j:t;»«figtiS^e«*n 

^ 53 M%>?v7T->mm?k 



20 



{t#*K#l 5 BB<0ifcf 


f^7?->M(nig/dl) 


PI a c e b o 


1583 


0. 49 ±0. 06 


0. 39±0.03" 



2-2. mm 2 

'4 5 u*i»-ef4aKfiijfefl«ft4« 4 , 7 , 10, 1 4 0 g \z.wm\z.vcm. l 

7 4, 8 5, 81, 8 2%©^"E^ (p<0. 001, Man n-Wh i t 
n e y U test) fiiSfi*©«i«l4rB*fc (07) . ffi*J$ft:£jgj|KjfiLfl(r& 
30 ^t£l 5 BS^lfil^^ t-T^=V^}PI^Lfc«br^, fb£&A&^«M±#HM£fctfc 
&LT10 %0>^ngfc (p<0. 0 5, Student' s t-test) 
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£K*fc ($5 4) „ 
%ot, •fk^l 2 4 5 Kotos' h VW»fgii3M s tI«£fr 



^54 



jb^t) 12 45^1 sggpAi^^^^ Wi) 



control ^*1245 



0.53 + 0.05 0.48±0.04* 



15 1. #jfe ' 

OkudabClp (Okuda Y. , et al. J. Neuroimmunol. 81. 201-210 (1998)) 

8jS§£fifOS J L/ J X P L/ J Fl^ (Jackson Lab. ) <D 
20 fll^PtC 5 0 0m g<7)R abbit myelin basic protein ( 
S i gma) td£XF5 0 0 ti g©My cobacterium tubercul 
o s i s H37Ra (Difco) ^CT^7^a/^F (D i f c o) 
/±m-k&&= 1 : 1 (#38tfc) O^-v/U^a V 1 0 0 ix LSr&Tffitt Lfco 2 4 
Hrffffl^ 4 00 ng©Bo r de te 1 1 a pertussis toxin ( 
25 Sigma) £^tf 1 0 0 M L ©49Atfck«:«[Ertt9;4- 1 , ttteS3S«i3S«ttT 
wu*H4«»ttifc©t!i*&fTofc. ^»fi l 0 t tfc. 

30 igtti¥5gtt^ife^T^^^-^J!aw^ro»^t^j±Ba¥^^s^tfc^& ( r 

$feffi2SR*tf*J P- 1178-1181, (1 9 9 5) ) £fflV\ ®J#»# 
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l=m<D%^\&T ( \ imp tail) ; *=«T 2 =gV>#^S ; *=»T 3 = 

5 2 - 1 . : \Y&m%j^ 1 5 8 3 

X7/^ 3 yg4i4 1 B 5 5 t08«r^-r o 

tt»ffi»lw»i-5#S:itl!E (D u n n n e t t <D#fitfcgO SrfflV^fc. 

LTfc**#* 1 5 8 SSWCttl OOmg/k g#t«!4»lJ: 

*s v ^x%m i ta i a mmmfa &n&W£ u , mwuM ( p < o . 05) 

, «&#iffl€*g ( p < 0 . 0 5) fim#> hfrtz* 1 5 8 3.©30mg/kg 

*< . {Y&mm^ 1583 

S5 5 . 





HUBS 


{fc^«J#^- 1583 


tt-&4fc 1583 






30 mg/kg #S 


100 mg/kg #ffi 












12. 6 ± 1.9 


12. 3 ± 1. 9 


13.6 ±2.0 




3. 9 ± 0. 6 


3. 5 ± 0. 9 


2.4 ± 1. 3* 




8. 8 ± 2. 5 


9. 8 ± 3. 3 


5. 7 ± 3. 8* 










USB 


26. 8 ± 7. 5 


26: 3 ± 3. 4 


28. 5 ± 4. 7* 




3. 8 ± 0. 8 


3. 7 ± 0. 6 


3. 0 ± 0. 9* 











* : p < 0. OS 



2 - 2 . Hgfe 2 : 1 2 4 5 <D$h%: 

x.^jUi? 3 2 1 B £ T-cD^$r^ 56i@9 IC^. 
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l-tttMM^Zt-fZ 2mtiM (Student' s. t-test) £ffll^fc 0 

nmmzitm t-c i 2 4 5©3oom g /k g ftfisw-ef**^ 

Bi§S£ (p<0. 0 5) , jEt^WJ^I^ (W«H*t) ffiWbhtlit. 

5 

t56 







12 4 5 
3 OOmg/k gffcfi 




3 4/3 9 


17/19 




11. 2±2. 0 


13. 2±2. 4 * 




3. 0±0. 9 


2. 5± 1 . 5 




5. 5±1. 7 


5. 4 ± 2 . 4 



* p < 0.0 5 



10 *fc, &Sfe#J 2043-2050 lC*3V^T^$tlfclS*f*> ^W©^** 5 , 

uti, sa.-n/<'>-, )\\mm. totem, r^-tt^. *3it>*rwu 

15 ¥H4UU*ifc*^ MIP-1 «:JoJ:tf/£fcfiMCP- l *if©^*-<^BB 

[3lS£0>J 2 0 5 1] fiffil©Mg 

1 5 8 3 £ 3 Om g^1-5»^IS:TfE«i^ J: Di8Jt Lfc. 
20 {k-a^l 1583 30mg 
7^ h — 8 7 m g 

3 0mg 

^r/yyi^^^^ 3m g 

[Ift«2 0 5 2] aMM^Ml 
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lmLfcft^iii 5 8 3 ©ansae* o. 3m g ^-r-5aMffl^*Ti5©^ 
\\Litm 1 5 8 3 (mmm.) 3 o m g 

9 0 0 m g 

5 lOOmL 

10 x MI P-l ai3j;0/*^fiMCP-l/«e^©^^^^>©^^»IC^-t5^ 

15 WR& =»-n JUfftPi* fttiftL& rw^-ISM, isXXfT 

3. 
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is # <d m m 



i . 



TES: ( i ) 



5 



R 



(CH 2 ) k 




O 



R 



>-(CH 2 )j-N 



It 
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